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(54) Title: ANTI-HLA-DR ANTIBODY 
(54) a§M<7)««i: BtHLA-DRtfCi* 

(57) Abstract: It is intended to provide an anti-HLA-DR monoclonal antibody. Namely, an antibody binding to HLA-DR hav- 
ing characteristics of (a) showing a life-prolonging effect on a nonhuman animal carrying cancer cells with HLA-DR expression 
and (b) having a lower immune reaction inhibitory activity than L243 or a functional fragment thereof; or an antibody binding to 
HLA-DR showing an immunosuppressive activity comparable to or higher than mouse anti-HLA-DR monoclonal antibody L243 
(ATCC HB-55) or a functional fragment thereof. 
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m 

o 



wo 03/033538 



PCT/JP02/10665 



mmm 

:^mmit^^izm^ir^mMB:'^f--V^^EU-d^ (human leucocyte antigen 

- DR) ^mm-r ^mu-mmi^ izm-r^o $e)ic*fg0j«. fciHLA-DRtri#:^^ 
m0^^fr^:k(D-mm<DMm\zmT^ (i) ^u-m^^^vx^^^^mmiz^ 
m-r^mmizM-r^^mxit^hmm. <i^\zmiimmmmm. :^zs m hla-dr^ 
mmvxi^^^mmizmm-r^^mRmiz^i'r^'f'mxitmmm. wizm^mm^j 

mmmm\zmm-t^mmMizm^\^. mm\zMhxmm^^^^^\:immii^m 

m'r^i^m^^-r^iR^^mt<si^(D'f^wjzm^^^z.^-^m^^nx\^^^. 

m m m ± iz ^ & ^ u ± ^ — X ^ ^ cd2o ^mm^i^rc=^^^trii$^ 

(Rituximab) . ^eT2/neu^mmhl.rz\i hitm.i^fJiE<D=E y ^ u—^)im,i$i^K 

mMmm^Mmmmt]^xi^m-^nx:i5K>. -^(Dmm^JbM-^mi^^nxi^^^o m. 

Lxmz^mx$)^o m^it. mm^mmr^tfLm^mm^vrcini^x$>mt. s 
^]^rcmm^mm\zmm-r^:ih-^m^-^n^(Dx. m^mwitmmmmf^^ 
(CDC) ^tfo^i^'^^mmi^mmmmmii (adco {cj:^. ^m>-7.^j^(Dmm 
miZ)^-t^^^m-f)mwx^^o ^rc. ^(Dtrimzikm'\imn'pmmm'\i'^nr^^ 
<Dmm^^^iyXid< z.^\z^<o. f^^\^rcmm^i^±m^<mmmmzmj^'t^ 

X. m^m(DmmhM.'^t^^tf)^x^^. mm<i^mminmizmmm^mm-r^^ 

Tc. mm^mmtn.m^mm(Dmm:sLzs^^izm^-r^^^it^m^^^m-Dmi^ 
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Si@^7i^*fft)nTVi§ [McLaughlin P. et. al. . J CI in Oncol. (1998) , 16. 2825- 
2833; Coiffier B. et. al.. Blood (1998). 92. 1927-81#h^]o JzoT, iffc 

f^^m.^^-^V h<^ibfe*rLM=l»*rL#:7^^'i^^Si$tlT^D. ^ ^ X I iBESlMilii 
^^M.B.=f-^^W (MHO @T^^HLA-DR}c^^-r^^ / ^ n — ^;i/tn;^(c 

Rituximab^^;^J:^t^^M^^^^t-^fi^#:^:bTI^J^^C:fe^t§i^;fi«fe'l4;^)^'Ka 

{cig^b. ;in^(Din;ig^7°5" Hi$ir>t^^>'i^A°- (cd4^) tibbs ( rihj mm) 

(Cjji^T^ (Babbin B. et al., Nature (1985) . 317, 359-361#B§) o 
7. 1 1 MHC^^{3J|#M6<Jfci:^y ^5^0 — ■^;i/tn:#:Ji, > H h n 1^*3 ViTMJJSO^ 
SJ^;^®#Sl:i?^:t;7^cJ:jS4RWia*^l-tr^^e: t75^'#'&$nTVi^ [Baxevanis CN, 
et. al.. Immunogenetics (1980) , 11. 617-625#M]o ^(D ^"dW^ J ^ u — 

^{C^bT-^x.'5Wffl7:j:^#/J>^0je>yO^l$n;^ [Rosenbaum JT. et al., J. Exp. 
Med. (1981) . 154. 1694-1702: Waldor MK. et al.. Proc. Natl. Acad. Sci. 
USA (1983) . 80. 2713-2717: Jonker M. et al., J. Autoimmun. (1988) , 1. 
399-414; Stevens HP. et. al. , Transplant. Proc. ( 1990) . 22. 1783-1784# 

Jfll$iJf^ :i e> jOWC ^ n/t [Billing R. & Chatterjee S. ( 1983 ) . 

Transplant. Proc. 15. 649-650; Jonker M. et. al.. Transplant Proc. 
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(1991) , 23, 264-265] o 

^mm^hn. t hliLk-m^:lMir:^in.i^(Di^mi^mL.xmMm^\^tc^^^. 

-f'ts:ioib. ^mm'i}^XT<Dm^Xh^o 
J: ^^^ix5HLA-DRi:;fg'g-i-5^y n -i-y^-^^i^. '^Jx.tfHD4. HD6. HD8X 
W.n^W\)i^^^-r^. HD4. HD6. HD8X}*HD10(CJ; 

/P^#:(D^^:/f*-r :/G (IgG) MT^fc^o ^ r T% /n-T :/ y K-^ 

HD8tt. Sfe##;i^FERM BP-7773tL.T. ^^-r■7~y K — -^HD10f*^fe#^;OSFERM 

BP-7774i: LT. 2001^10^ 110 #(t-ea3ttTi!c& A ^Hg^^fJ^^-a-WIE^ # 

W^^^^^te-fev-^- (0;$:ffl^fefeiRo< «'T!?mTil#it&l f^me) 

*fe$t^TV^5o ^^-r-^^y K--^HD4(*^f6#-^;d5FERM BP-7771i LT, 2001^ 

l0^1lB#ftT-^43:z:tfgc?*A ^^ft#j;^.-a-W^Fjf #f1^^%^fe-fe (B 

:2|s:S^fefej|:0<i^r|5^1Til#±ai 't'^lle) }::S^^f^$tbTV^§o ^^-f -7^' 
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y K--^HD6tt. ^te#-^;i'^ PERM BP-7772^ bT, 2001^10^ 11 P ^tt-e^^A^tf 

mmx mmmmm^w^m <i^n^mmt^^'^^- (0:^ffl^^mo<{irt5:* 

h^^. y^^y^V K--vHD8;6>S^-t-S^5t#:-^'fcoTi^:/i^ ^:^;6SigGi, igG2. 
^-t^^i^Xh-^XD-y^ y:^mgGU IgG2, IgGS^b < ttIgG4Tfe§^#:^ b 

<it^(Dmmwf)f. \''--^]miotm^-f'^w.i^xh^x'\)-y^ y^y^^ 

igGi. igG2. igG3^L.<mgG4xh^mi^mi.<n^(Dmm^Wf}i. xn^^-fzf 

V v — '^mGt^m^-i-^^W-xh^x-v-y^ ^ y ^^^igGi^ igG2. igG3^b<« 

igG4T'fc§fei#:^u< (*^(^atg6^Kff>it-t?fc5o ^m^(D^ hi,zm<Dmmmmiz 

M&^^JtT'^«9. m^i-£mm^^m(DE\ii-iyy^V ly^i^^'rM. (sequences of 
proteins of immunological interest, NIH Publication No. 91-3242 
{c*5tt6331#g(^T ^ y ^^Ser{3:Sti^;tfcfet#:3^{i^<Datge<Jir;tT'fe-5o 

;$:^P^05iJ(^^mff^S{:i*3VNT, ^#:X«^(^«tg6^^|ff>T-{*IgGl. IgG2, Xi-± 
igGAiz-^y^yy^^UW^^-^^. $ ^{c:miI^S^(OEU-:^i//-<y :/ v- 7- a (;i 
*5tt5331#g(DT ^ /^^Ser(Cg#i^;t. IgGl. IgGlSer. IgG2. IgG2SerXf* 
IgG4(cg$c^ LfcJgm. IgG1^0^'IgGlSeri5'-f' :^(D^;5SADCC^^3gL. IgGl^O^' 
IgG2<^;^^;^scDC^g■'|4^|g^i-5 tit#:X (i-^ (^atiS^Jiff K-T' 5 o 

*fc. ^mmcDm(Dmmi^^\^^x . :^m:ni^y^4 v k-^hd4, hdg, msx 
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^ o 

HLA-DR© /3 II (DRB1*15011) (D^fflflS^^i^T $ 7 ^ (iB^iJ#-^ 1 4 7 

tCT^/mSB^'J, SB^'J#-^ 1 4 6 t3±g»gB^'J^^-r) {coViX13-mer^:7°9^ 
2T^y^-r-:3-re>bT^y^H^f^figb (gH^'J#^l 4 7 y^SB^iJ®-5 
•^m29#e5{i^e>^227#S(D199T5 /m(coViT13-mer^::/5^H^f^fife-r-&) . 

HLA-DR(c|g^-r'5fei;#^:RD^-e(DaHg6^8'f>i-. HLA-DR<Z) /S m (DRB1*15011) (DM 

::ch/6^^>7'cJ:^^y^ i2^'J#-^8 2, 8 3 8 4 T'^^ tl^ 3 3^(7) 

^^5^ FI^T<i:^;'jf::|g-g-r^. HLA-DR{c^'&-r^tn:#:^^r/^(73llHg6^^M-. M 
r;^l;:HLA-DR(D/3M (DRBl* 15011) (D^HJia^^Jfi^T ^ / MfCO V^T IS-mer^y^^ 

C5fci^'B70^e>|g-^bN*>^is^T-fe^;i/'fbbfc:eii::0^6fj:^ia^iJ#^2 4;i^e> 3 9 
;5,t-^TO^y5^ K <i:W^(C*g^-r^. HLA-DR(C^^"r^tn:#:X«^®^tge<j8fr 

m (f!l^tmiDvi7 7>{c^ffi$n;^cRaji*fflflSJcS5l$T^=bcD) ©i^^i^jrp^ijf^ 

0. ljug/body~ 1 Mg/bodyX«5Aig/kg~50Aig/kgT$»'5o MtlU. 
t LT 1 Aig/bodyXJi50Mg/kg. $?^b< JiO. 1 Mg/bodyXtiS/zg/kgT&^^^tf e)tl 
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■^L> my i^r a Gumstm^^w Biz j^-^y y/mummi (atcc ccl- 

86) ^ 5 xlOVV'^X<iI#:T^fliF«3^#b. Raj i^#5 H t^tc^#»50 ;a g/kg#: 

(b) 10% ¥cs^^tsR?mmomm^m^^T8mg/miizmmi^r^trimoiiihio% 

FCS^^trRPMI1640tgi:{&^ffiV=>T 2 X \om/mUzmmvrcm l(D\ih 

^H5^^ >'>^l. OMCi/'>x;i/T^JinbT, $^tc:37'C, 5 %CO2#ST-n6~20 

(ATCC HB-55) ^m\^^rcm^(D^1^t{9P]m^hit^XM^\^> hl^oi^M ; 

HLA-DRi:?^-&T^iri#::&I/^<7)^tge^8ffit-Tr^^o 
2^^BJti$6{C, m(Dmm\ZiD\,^X. -^'^T.tfiHLA-DR^ /i;7n-:^;i.irL#:L243 
(ATCC HB-55) <hit^TL243,i:lRl^7&^X«L243ct S^Vi^^JtHStJ^-tt^^-r. 

X. :^mM(DiKm-^\o% Ycs^'^nmimomm^m^^x^mg/muzmmi^rcm.i^ 

50AtL.h 10% ?CS^^tSR?Mimom^^m^^X 2 x lOWmL^cpmUfeU 1 
h H:^— fi5fefife^1MJ|^M?¥)tm50ML<h*96?t:/l/- hcD-^xJl/^T'^^b, 

4*C"r30^FBmgb, ^^vi-eio% fcs^^tsmimomm^m^^x 1 x\Q^m/mi 

iZnMmvtzmt^m 1 (Dh h F^-<h*lM3l^iTLl^;6^'S;^j:^S2 (Dt h K-^-E&5l5 

-ab. $ e.{c3H5=-5 >^><&l. OMCi/'^x;UT^JPbT. ^^fcSTt:, 5%C02# 
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i-jiifii^uiz (ATcc HB-55) ^mi^rcm^(D^mmmii^it-<x\5\mx\tm^ 
i^mmi^-^^iz. m(Dmmiz^\,^x. a-t^u k-vhds (Sfe#-^ ferm bp- 

7773) > /N-ryj H-VHDIO (Sfe#-^ FERM BP-7774) > /\-r:/U F-^HD4 
(Stt#-^ FERM BP-7771) (§f6#-^ FERM BP-7772) f)^ ^U^m:^^ ^ 

mitn^mM^mm-r^o :^mM(Dmmmmiz^i^x. ^mmcDmm^. -^^m 
<Dmmmm}n^::i-}^t^mmx^Ki. '^mmm^^mmm^2 i:i5^zs2 3x^ 

ym7^^ser^mm^nrzm,md8x$>^in.mdmseT. ■^y^^^7,mgG2x;^y)E\i 

$.§tfi#:HD8G2Ser^tA^1J-y^^X:^^ngG2'r^OEU:h>nU >i^'>X5^A(c43lt^ 

:^mmit^ ^iz. m(Dmmiz:$5\^^x. /n-t f--7hd8 (gt6#^ ferm bp- 

7773) > A^yj (Sfe#-^ FERM BP-7774) . /\^y^0 H--7HD4 

FERM BP-7771) S:tKHD6 (^fe#-^ FERM BP-7772) e> t^j: ^ If tS^ 5. 

gJR^n^A-r F-vd^etaHLA-DR^ y ^ n— :^;i/ir[#:^=i- F-r-Sjt^g^ 
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Wi^(Dmz^'m^im\[u-m'e J u-i-jvini^^m^-r^^t^^t^. mHiA-DR 

mm^M^±.&m. ^mm^. ^?sjs, mtim^. m^m. mmm. mmm. 
^mmm. m^m. m^m. ^mmm. wMmm. m^m. nm'\imm. ^ 
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[Rosenbaum JT. et al. . J. Exp. Med. (1981) . 154. 1694-1702; Waldor MK. 
et al.. Proc. Natl. Acad. Sci. USA (1983) . 80. 2713-2717; Jonker M. et 
al. . J. Autoimmun. (1988) , 1. 399-414; Stevens HP. et. al.. Transplant. 
Proc. (1990) , 22, 1783-1784#t!a]. ^ e> ^cMg^{C*5tt^5if^tC J; 0 > 
ffiJc^sfrt-S^fiiM-M^^^^&^jrp^Jt-^ il iyO^'BJ 6 J&^ic^n^c [Billing R. & 
Chatterjee S. (1983) . Transplant. Proc. 15, 649-650; Jonker M. et. al. , 
Transplant Proc. (1991) . 23. 264-265] o \^i)^Vtx.ti^(b. c:ne>fg^$nTVi 

[Sheri AK. et. al.. Int. J. Cancer (2001) . 93, 556-565#M] > tI^HTEIJ* 
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Mta^ibTH-r Ay ^D^U >G (IgG) , IrIA (IgA) . IHE (IgE) JScZSmU 

2^^B^®in:#;«> ^ n o^sia^#S'l4ii-&#; (mho (dul-d-^-^^ 

^l-DEK^Um-r^ho^^M^V. M:i^m\Zit¥ (ab") ^ . Fab", Fab. Fv. i^T. 

)vy ^ Fi^^Fv, -*iSFv (scFv) , -Rxs^LnibcDm^w-^ffimn 

[D.J.King., Applications and Engineering of Monoclonal Antibodies., 

1998 T.J.International Ltd] o ^mt^^m)^] ijiW-(Dm¥\-(s^ 

m^-r^mti^^'r^ h ^ > 7.>^ x.=iy ^mmizm.m^i^-^'r ^ ^ t\zj:. v 
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m'^mMAti (site specific mutagenesis) ^ffl l^^TS^itc<i; 0 ^Ai" ^ :i <h 
^^^T:-#§[Proc Natl Acad Sci USA.. 1984 Vol81:5662]o i/ii^tit. ^ 

ip^. m^it. t hHLA-DR, ^(D~^mt^(D-mtmm(DrnW.]^^-m^^ 

Viti. b hHLA-DRaiIRtK/3 11^31— F-r^me^^2»Ab, HLA-DR^MflS^® 

~-^)v^w-'kM^^^!7u—zy^mu't^^ii\zX'Dxmn-^^^i^ti^x'^^. 

EP31416m?8^#B^(7)^I<h) \Z^ri^^:^-t^':fCf'y7.<D^(D\z^m-^nfz.^(D^ 

^m^^^m\^^x^(D^y^^ 'y7.t\%mtx.^^':/^ 'yT.o^iTiW^^^ ^iL-^'^x^ 
¥cU-t:f^-izMt^m^!^<DiS.\^^ifLi$i^mnT^:it-^^x^^. m\z. 

t^^-^mcDMi^^mi^^mm-r^^t-^^x^^o ^^iz. ^mM(Dm.i^(D^'^m 

t^^nm^Mmt^'^-t^^^^z^Ki^ Ycu'^'f^-\z^r^m^m^mt-^ 
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ii" ^ ^1 t ( Janeway CA. Jr. and Travers P. (1997) , Immunobiology, Third 
Edition, Current Biology Ltd./Garland Phulishing Inc. #M) ^ ab-SV^tiffi 
i^Hzt^'T^'^^m^mt-^-i^^Z.h (Mi-Hua Tao. etal. 1993. J.Exp. Med# 

IS ^ S :^ ® EU > U > V X -T- A ( Seauences of proteins of 
immunological interest, NIH Publication No. 91-3242 ^^M) lz^\-f^mm 
ao[>7'DU> (P) ^3- HT-5SB^JCCC$-feU > (S) ^ n— Hf^TCClc^S^ 

¥cu±:':fi^-^iff\^rziffii^^^^mmmmf^\^ (adco ^mi^^^^mm 
mmm^ (cdo \zj:^ijimmm^^^T^m.i^^m^i^^^'^^. mi^mmxmm 

:^mm<Dm,m-i^. IgCK IgG2, (iIgG4tC 

e> l::lgGmL < liIgG2f:iit v'*^ ^X^ffi#x.fc3fi:^feT:#:c^SII^S*^®EU 
^>/^~U >^^>'X^Atc*5tj-^33lS@C0T5 y ^^Ser^^a^^^IgGlSert) b 
< tiIgG2Ser<i: bfc^^tn;^:. -Tn^t^-felgGK IgGlSer> IgG2, lgG2SerX(iIgG4 
IZ^^Vfzm^. IgGmtXigGlSeriJ'-r y<7)^7&UDCC^!T!JiL. IgGmr>ngG2(D 

^tz. :$imm<Dmmz. h-h\ 'f^;/hU'^A. -oi^^A. T-^^-^^i^m 

O^I>f'I4^@ [J. W. Coding, Momoclonal Antibodies: principles and practice.. 
1993 Academic Press], mm^mm. i^y'r^J 7 h=¥iy>. ^JzyXD^oUmm 
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^:^J [D. J. King. Applications and Engineering of Monoclonal Antibodies., 
1998 T. J. International Ltd.; M. L. Grossbard. . Monoclonal Antibody- 
BasedTherapy of Cancer.. 1998 Marcel Dekker Inc] . '^^iz. Maytansinoid^ 
(D:/d H ^ [Chari et al.. Cancer Res.. 1992 Vol. 52:127; Liu et al.. 
Proc. Natl. Acad. Sci. USA. 1996 Vol. 93:8681]7^ci:<i:^^^'^$-&^^: <ht:ict 05^ 

^^T-So -rr^t)-^. (1) ^mmtvxmmt^. ±i^M^^(Dmm:&.zf/7'i^ 
mm^ yy'^^n^mmmmizmmnzmmvxi^^^mmcDi^m. (2) mm^mm 

mt^cDmm^^^vx:^^^. ifi^m^mm^mm-r^jim. (s) -wmmmm 
(axn-x') omm. (4) tfi^m±mmii^jLu—'^ii<Dmfi^m^. (5) e 
e^tT^ia^^jg^f^A-r F--7s^©iisii> (6) m-mm^u->^<D 
(^o-->^^) , (7) ii^{cj:oT«> ^u~±)iiTii^^-xm\zm 

(8) :i(Dj^3izvxmM-^nrc'Ey ^u-'^)vmi^(D±mm^Rn^o)mm<^ 

□ - ^ isE ffl T ^ <t -r ^ -5 o 
(1) mm<Dmm 

-izm^oh^. mmm^^^-'^mmmmizmxi^. m.mvrcmmRm^t(Dh 
(D^mmx^^o m^\z. nik-d^i a mRzs&m(D-':kmmit^j^^x^^ 

[Steven GE. et al.. (2000) The HLA FactsBook, Academic Press^fT# 

m] <DX\ mmmizm^cD-jsmz^Ki. hla-drcdt $ y^iB^UT^^b^y^ K^-fb 

sfe, ^mmhvx^-i. }ihm.k-m(DamRzse%M±m=^immmizmAi^. 
mm^Wiznu-dR^ y^uy-c^-^mmizm^i^xi^^mmhmmxi&^o pef- 
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Deo-HLA-DRQ!:S:tN'pEF-neo-HLA-DR/3 ^tl^n. t hHLA-DRaiIiJ7 >A/7M^ 

3- K-r^DNA:&t/k hHLA-DRj8ii^>/\°^M^=i- H'T^DNA^. mmmmmm 

m^-^ ^ -9^^-neolzm^j2^t^^ tiz^ J^f^^T^^o pEF-neo eic 15 pEF- 
BOS[Mizushiina S. & Nagata S. . Nucleic Acids Res (1990) , 18, 5332#fii] 
^cneolnycinW'l4Jt^K^^m^J^.^fc^^^7^S^--e*^o fctdl^. HLA-DR^n- 

^DNA. m^muz.n^izmi^^ntii^o o 

pEF-neo-HLA-DRa:SLD^pEF-neo-HLA-DRi3 T-L929M^^?^M$s^b 
T# ^ n;^c J^K^^t*^ ig« b > pEF-neo^ ^-^^WA $ n}^Ci^BBISlwMt# ^ n 

m^^rc\{u-j)mm,(Dmm t^mmiz. t h}iik-j)R^^<Dmmmmizi^mnz^mv 

(2) trL#::^^igieM©P^X@ 

tt;^ u a 3 o /-^y <D ^ V t^M'^v . ^m^^^tvTmmmmiz'^m.-r^o 
-^OT.-^mhtffmizm^^^n^f}^. ^(o^'DW^^T.umm^cDxm [Tomizuka. 

et al., Proc Natl Acad Sci USA., 2000 Vol 97:722] (ctetK^nTVi^o 

vC77>^fes©i^©^SMs#^«> ^Tiiit. mmp^mm. ^mp^mm. 
\3\mMi.no ^t-^'^x^^o "torn. ^mi^rcmm(Dikm^(DijiWJzM'r^irii^ 

TRiA^ij <i:i/>-5) > mmmm^m^mi^ (i^r telisa^^j tvo) > mytmi^ 
lEm^. :Binmi^(D}^m^t(D'iijmmjiii(Dm}^-^^^. RiA^ix^misAtijo^cfcD^fF 
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yw- hm(Dmmmmizmm-^^. ^ ^\zmm^mmi^xi^^t^\^mmmm^inm 
tmm^ui^y^^^n. m^it^i^stmyji^'^^s.y (bsa) iz^^m^^. mmm 

±$Etn,mizun^(D^]iik-mm.i$^'^'^^-^-^^o ^ ibiz-:kifLi^ti^xmmmM 

mn^m\zm-:^<^^iz^^m^m<Dmitm^m^'r^^t\z^v. trc 

(3) 5xn-x'®s^MX@ 
^XD— T^bTt^> T^X, ^^yh, h> AAXiJ^— . "^it^Xti 

-IS W « -x' '^7 x ^ # n ^'fb ^BB flS ^ M ^ «8- T If i?"^ T x > Kfi T X 
(BALB/c*3l5) 5 X D -T;^P3X63Ag8U. 1 (P3-U1) [Yelton, D. E. et al. 
Current Topics in Microbiology and Immunology, 81, 1-7 ( 1978 ) ] > 
P3/NSI/l-Ag4-l (NS-1) [Kohler, G. et al. European J. Immunology. 6. 
51 1-519 ( 1976) ] . Sp2/0-Agl4 (SP-2) [Shulman. M. et al. Nature. 276. 
269-270 ( 1978 ) ] . P3X63Ag8. 653 ( 653 ) [Kearney, J. F. et al. J. 
Immunology, 123, 1548-1550 (1979) ] . P3X63Ag8 (X63) [Horibata, K. and 
Harris, A. W. Nature, 256, 495-497 (1975) ] 75:^^ffl V^^ i:75>W^ UVi„ 

^■m^rcmi-mommiz^-7-^^7~>^m^r:imm . xn:7efic^^';u^ 

ynt^m (Iscove's Modified Dulbecco' s Medium; SIT riMDMj tVi-5) . X 
3 a^c^-i' — ^^/;i/±gite (Dulbecco' s Modified Eagle Medium; i^T 

TDMEMj xmi^^m-r^^^. mmm'^o:>z--ABmiziE'^'mm m^it. 
10% Ycs^^mmmm) xmrtmmv. m'^mB\z2xio']^±(Dmm^^m^ 
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(4) mmm^ 

~io:iigs(c75:^cfc-5tc^^b. ^>L>:«^^-r-g)o ttmi^tcmmw^ 

^J:<(5<Lfem. Ji#b;^ci:75^^?)lmLcD50% (w/v) ^s^J ji^U>^''J n-JU 
^«1000~4000) ^#£f4ttjfii?f±gm^MT-r^o -^Ot^, 10mLO4ajfiimtgi^fe^i$ 

-D'r^>-6 (je^T riL-6j t\^^o) ^^tSiE-Mi^m mn^mi t\^^ 

(5) A-r:/u H-vf^(Dji^ 

1t>5^> • ^^~y-> • *7.^U4^'>>'I/ h^>X:7a:^--tf (HGPRT) 

$.§(.^(1. irL#::si^i£ifflia<h5XD--7Mi}a<h(D/\-r :/u \^-'7\^^^^^^}it,^ 
^^x(omm^mn^^t.\z^'DX. mwM^mmt^jLu—'^mm.^(D;\^^ 
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(6) ^u~->>^i:n 

:i(D^ U-~>^mhVTU. y°U- hCO\^ a:.)liZ 1 m(D;\-f f^J F-V/i)^^^ 

mm-r^z^m. •^ji^v-i^-iz^-oxmo^mm^^mt^ ry-^i>o->j 

2 ~ 4 iHl^jg b . bTtn;#:tt®|f.J6 e> nj^ t) 0) ^iaHLA-DRt 7 ^7 u-i-)Vin 

•^X/N-r yj HDIO, HD4:RD^HD6ti, 2001^ 10^ 1 1 B #tt-e5^iz:ff igC 

H--THD10«S'fe#-^;??™M BP-7774<hbT. ;N-r:7"U H - vHD4tt^fe#-^;!it 
PERM BP-7771<hUT. A-fr/U H--v'HD6ti^fe#-^;i)^TERM BP-7772T^§o 

(7) A-i-:/'; \^-'^^miz^^=E y u-i-)],tn.i^<Dmn 
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tl^Xit. fumoy^/ ^a-'TJV^i^mm^y h m^it. MAblrap GU=¥y 

h ; T-Tv-^ A^T;i/V>'r AW^t^i^thM) ^^fiJfflT^ 3: feT-^ 

(8) ^y ^u~i-)\^m.i$^(Dm^ 

(D X \zn ^ ^ ^ifix ^ ^ . ^-r\ m'^mh\^x\t.^ ^ )vu- — 

(Ouchterlony) ELISAfe. y.m.\mi)m\i ^n^o ^Cf'T)Vu--m\t.m 

^xu$>^-t)K ^y ^u~-^)viKW-(D^^ffi^^^^^\zum^m.m^'Z-^x^^. 

\znJ^^-t^^W-^m\^^^Z.^\zxr)^ ^ y ^ u—jr )VWiW-(or ^ V ^ ^ ^ . ^-zf 

^ 'yT.^n'^t^Z.t.if'^^X^^o 

■^^\z. :^ >/\^n(D^mit. y :t-^) >uO ^J~m. ^S:tJ^'280ninJc:fett^®: 
ytm [1.4.(0D280) Ay ^D>'*U >lmg/iiiL] Xr)W-W,-1r^:^m\ZXiOfTo:i 

^y ^u-±)vmi^(Dmmj^\ih~--:^(Dmm^&<~f(DXoiz\^xn-oct^^x 
m^m7B<Di^miz o T ® u y 5^ h ^^rXtj ^ ^ t.^ ©^t- 
y^F^:3-H-r§DNAgH^j^$?ji/^cj:^ii:/^7.s Fica^jA^^ xmmmom 
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H \zn-r^'^^i^^m^^^K xm^"^/^ u-^jpm,i^hmmhcDi^^\zM-r 

^^y°^ \^(Dm.-^mmm'\i^m^^ z. ^izj;:v h-y^pssr^o ^m(D:t 
^'^y°^\^^n^r^if)<Dmi^uy5rMiiVT. wm(D^^yh m^it. spots^ 

(P. J. Delves. . ANTIBODY PRODUCTION ESSENTIAL TECHNIQUES.. 1997 WILEY, 
P. Shepherd and C. Dean. . Monoclonal Antibodies.. 2000 OXFORD UNIVERSITY 
PRESS, J. W. Coding. , Monoclonal Antibodies:principles and practice., 1993 

ACADEMIC PRESS) o 

mRn^m'^^mm.(D-7^=LTm^izMmT^mm^n^-T^o z.zlx. mmz 
'^■^m^-r^tni^(Dmin^mii^'^tsmm\zio\,^x. mm^^^^itmm(D-^^m 

m<D^^(Dy (FRK FR2, FR3:&tKFR4 : Sequences of proteins of 

immunological interest. NIH Publ icat ion No. 91-3242^#M) ©i^So 1 
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^^^L, 30^3) (b) L243^lt^^fe^s^t^^3^-r^^^tIalJ^'tt:^^llv^. -^^^r^^^ 

fe^Vitt. ■7'j7Xtn;HLA-DR^/ D-::)-;i/tn:#:L243 (ATCC HB- 

55) ti;b^TL243i|W]^75^XtSL243cfc t)§SV^:^SJrpM^tt^^Ttn;#:^=i— HT 

^rc. 7. H U >>^x> h7:j^{^<h«> 2^^B^<Din;#:^3- HT'2>DNA@3^iJ<ii90% 

/O^'SB^j PbI {c #i5E-r ^ t ^ o ^/N -r :/ u iS^< if - 3 > ^^^ii^Mm-r^. 

7^^#lc:ol'iTtS> J. SambrookS, Molecular Cloning, A Laboratory Mannual, 
Second Edition. Cold Spring Harbor Laboratory Press (1989) iCfS®^ tlT^D 

/N-r:/U K-T;0^e>pMLrcDNA^^sei9-r^ C ^Ti^^T-^^o Ctl ^ CODNA^ 1 OCD 
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mm^v<m^mMi^xi~i.^(Dm^m. (c) mmm.mi^(D^jfmm(D\^^-rn^^ 

mmm. mm^yz-^^m-^mi^p^xitmrnp^iz^M^n^m^izu. m^xi-^ 

iz^M-^n^iM^izi-i. mmm^^cD^^mm-r^:^^. m'L-^^mmiz^omi^jc 
itmrn^m^T^o ^(d^. ^y/^^c^no^mmmmizm^^^n^^mi^a-^ 

&mm.^^\zm.^j^^nrcW]mm^. mxii^h'^yT.i^x.-^y^^y. h^>x 

vx- >yiJ7-v^> h^y:^-yx.=-y^}iy-yjcu h =y y7.-j ju-^ ^ ^ ^ 

L, ^(DV^y7sy:i.=.v ^mm-h^<b6^m'^n^^)v^^i)^^^(Din.wm.B^^\z 

}M^-t^=tJ^u-'r)ViTi^^i^m\zm^'t^Z.i:L%'nimxdb^ (Wright. G. . 
et al. (1991) Bio/Technology 9. 830-834) » A-f :/'J H— x'^-f > bf h □ 
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(9) ifi^*:(^'l4M 

mrzyyuGumftmi^-^M.Bizj'^-^y h^jy/^mmmmi (atcc ccl- 

86) ^ 5 X lOV-T'i'T.^^T^MrtS^b, RajiS#5Bt^{cS-^» 5 -50// 

(b) 10% FCS^-at^RPMI1640igttfe^ffl V:»T8~200mg/inL> L < «8ing/inL{3 
gi$abfctn;#:50/iL<hlO% FCS^-a-trRPMI 1640tgi&^;B V^T 2 X lOm/mUzmU 
bfcS 1 <Dt h F:^-S5l5^fa^tt«tiafl§r¥)1^50/iLi^967^:yW- h<D^a^)V 
f^xm'^l^4X:XZ0^mmmV. ^^Vi"eiO% FCS^-^t^RPMI1640^i&^ffiViT l 
X lO«ffl/mL{rgiMUfcMfB^ 1 (D t h H:^-iffi^jl-a-tn:M/i>^S7^^^ 2 ® t 
h H:^-Ef3*®MS99%Jiil±(7)TMfla#jS^«100/^L^?g-&L. 37t:. 5 %C02# 

ST-C. 5 %C02#^ET-ei6~20Ptrei§«bfe^. mm^^Ki jh^tltc'E^ 5. > 

Hik-M'ey ^u—rjvm.m24Z (atcc hb-ss) ^fflv^^c^^-^^D^^jAjf^j^'ttiiit 

'^T li t -5 -liK T ^ ^ o 

Z.coJ^oti^i^tLX. |j^y^aV\-ryU K--N'HD4 (Sf£#-^FERM BP-7771) 
(DM^-r^ijii^. /N-r ^''U H- N'HDB (^K#-^FERM BP-7773) (Dm^-T^JrC^^ 
J^r>V\'r:/U K-VHDIO (^tt#^FERM BP-7774) CDjg^-r^trL#:7&^*#tf e>n^o 
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200mg/inL b < 8mg/inL{:iii® bfetn;#:50/xL<h 10% FCS<£#trRPMI 1640^ 

^^nmiimmm^m^^^x i xio^ m/muzmmhrcmum i h h:^— ^ 
c\/^3^AxmijaVT. -^^izsiv. 5 %co2#ffiTTi6~20Bf rBi±g«b;^c:t^. m 

nmm^tmMm(D^'y7.m}iik-d^i'ey ^u-i-jvifLi^i24z (atcc hb-ss) 

i^^r^im-^co^mmmii^i^t^xm^xu^i^^h^^-ow-iix^^o ^(D^omfi 

#:<hbT> -g^iJ^^VN-r :/U H-THD6 (^tt#-^FERM BP-7772) (DM^iT ^tfii;^ 

:^mm(D±m(Dm^^^-t^mmt. m^mmizM't^^m:xitf^mm\z^m 
'^it^tzib<Df^^m^^ii^^mmmiz^^-^i±^r:i!sb(Dj^^hvxmmx^^o 

v^mmx-^07.m^'ey')]^izi^},^^mmmmmm\z^^^^m<D^T^mm\z 
mpw. •^oT.^E^juz^i^^xm^^jj^^^'to :^mm(Dmi$^^mmizn>hu 

bTh hint hifiiffiT;vr^5 > (HSA) ifO^^^^VTzm^iz^mmoiii 

u >/mmm^^mi^rz'^'y7.m.m'Ey')V5m'r'Dizi&-^vrcm'^\z. msm 

i^i^-^-^o TsM^mizm ^tzm.'^.x. -^mmin.p^^^^i^rz-?'y7.^^{>u< th 

f^mmmm^i^. ±ii&(D^z>izmmmm')>/mu^ (mlr) izj^^b^mKjt^ 
^<Dmmm^^^^^tiz^r)tf^x^^. um:i.'i>^(D:bmxn^ ;i hf)^x^^o 
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^:itf)^T^^^o mx.it. HLA-DR(D/3ii (DRBi*i5oii) (Dmm^mmmT ^ J 
m (SB^'J*-^ 14 7 \z^-t7^ ym.nm(Dz>~^m2mm^^^m22mm(Dmy^ 

^^n-g) 3amcD^:/^H(D^7^j:< a:fe-o^3i;tjfc^^-r^feT:#:-r$.^o Z.Z. 
«HLA-DR<Di8lI061#g5&^e»71#g©^:/5^ FtCK^&'l42rW-r§c -^BiZ. HLA- 

DR(c «^35oa^(7)#^;o«^ ;i h e> nx ^ (embl-ebi imgt/hla5='— 
2. uw^i^m 

laHF^ic^^n^o Z.(D^of^m.m\%. $f*b<t^. iiT;#:{ciPx.T, 
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^©s#fi«> ^m. i^mf3:a\z^-Dxmu^^^. a^. mn^^xit. 

^AlzMhX. IB^O. 01mg7!;S1000mg-rfeD. Z.ti^^im. Xit^miz^if 
TS-^T§^i:75^^T#^= ^fe, ^^mnn-^XU. 1 HI^^JO. 01ing7!;M1000mg^>^ 

^^^^m^(Dmmxi^m^(Df^mx\^^m^(Dmm-^^'^mx$>^o ^tcommx 

{t'&'^^ivxit. ^mm^mm. mm^mmiz:fon^-^mmm mm^m^w 
muEoD^mmiz^n^mmKJt^. GV]\d(D^&jx\^mmM) ^i^x. ^^v^^g 

'-mmm-f)m^f^n^o 

sfc, i^®M^u >/-^nm^\z.i:^^^R}:^.^(Dmp\m^^^i24itmmxit^ 
^•^^^ ^m}^)^im^mm (gvhd) (D^mxi:i^wjzmi^m^o 
h^^v. ^^iz-4^§hmii^mm(Difii^(D±$^mm(D^^P3xummm(Dmm-^(D 
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^m^. m^m. mAi^m. m^m. mmm. mmm. ^^omm. ^^mm. 

iftiWM, jfiiw^M, *siii^M. st*t$fflfls«. mmn^mm. m^m. 

nm^m. mwm. m'^mmm. w^m. wi^ts^®. ^mmnm. ^'^mm 

3. mpm 

mmj}^^^-tmx$>^. m2m^^mmi ug/hea^oDm-^. m2B\~im-^mm 

mSU. iWmt htrCHLA-DR^y i^n-:^;UirL#:(Diai§^## (ADCC) RZSmi^^ 

^^'\^ (CDC) (D|fflflam$?g'l4^^-ria-r$)So EI3A«HD8GlSer:&r/HD8Gl<7) 

ADCC?Sf±^, H 3B«HD8G2CH0, HD8GK HD8GlSer:&I/HD8G4©CDC?gt4^ , El 3 C 

JiHDSGK HD8G2. HD8G2Ser. HD8G4. HD4GK HD4G2Ser^^tXHD4G40ADCC?g'l4^. 

il3D«HD8GK HD8G2. HD8G2Ser, HD8G4, HD4GK HD4G2Ser^^OT4G4(7)CDC?S'l4 
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HD4. EMRmmz-Di^^xoDm^n^^fm-rr^^o 
i3^'j#-^2 4~ 1 4 5-AJimm(Dmm : K 

^ 0J ^ HJST -5 a6 CD ^ S CD 

JKAT. ^M^!l^JB^T*fg§^^S e.{^MtciJ^0J-r^jJ>^. *^Hj7J>^^^(7)«^J{z 
IBife ^ n (?) ^ {C RB^ $ n -5 © T „ 

^D-FT^DNA«, PCR^StCct Of^^bfeo 

a) ^fit hHLA-DRailRl/iSflfgSi^^^-CDPIM 

3 — H -r -5 cDNA ^^^it-r§:/^7.^ — pEF-neo-HLA-DR a R ti^pEF-neo- 

HLA-DR/3 Tfe^o pEF-neo-HLA-DR a StJ^pEF-neo-HLA-DRi3 JAJ^TO^^^iTf^M^ 
tlTto ^^fit hHLA-DRailDNA^^I/HLA-DRjSilDNA^, ^®5' *vSt^EcoRI@H^U 

(PGR) ^frv^^tfiibfco }^hmmskmmtm^cWk^mmhi.T. hla-drq;};: 
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•OViTt^y^-r -T— ^: bT : 5' -CCGGAATTCCCACCATGGCCATAAGTGGAGTCCCTGTG -3" 
(IB^J#-^1) AAAGCGGCCGCTCATTACAGAGGCCCCCTGCGTTCTGC -3' (ia^J# 

2 ) ^ , HLA-DR 0 \Z X it y" y -i - t V X : 5'- 

CCGGAATTCCTGGTCCTGTCCTGTTCTCCAGCA-3' ( @2 # 3 ) R ZS 5' - 
AAAGCGGCCGCTCATCAGCTCAGGAATCCTGTTGGCTG -3' ( SB # 4 ) ^ ^ ^£ U . LA- 
TaaDNA^U ^ ^-if (^^n • tf-T-;i.x;i/a©) ^^fflUT. (94T:. 15 

# : sst:, 30# ; 72t:, 60#rBi) x30it-r ^;i/®PCR^jc&^tf o;^co ^^$nfc 

BB^J^> EcoRI-NotI8fffribT¥^b. |W|-^m-e^i^$nTVifcpEF-neo^i^ 
(efi:^pEF-BOS[Mizushima S. & Nagata S. . Nucleic Acids Res (1990) . 
18, 5332#B^] tcneomycinWt4jte^^m^jZi/^;^^^i^7^-) {c:®i|gbfco t# ^ 
tl^y^xa K^pEF-neo-HLA-DRa:&D^pEF-neo-HLA-DR/3 ^^^SLt^Co pEF-neo- 
HLA-DRQ!{cm^3^^n^cHLA-DRa«, 765bp©cDNA;0^^n — F $ n, pEF-neo-HLA- 
DRj3 tC^fl^jisnfc:HLA-DR3 ti. 801bp©cDNA3$)^*i3— H ^tlTV^^o SIT^ 
m^<D^^X(D?CR(DK)it:^UmmmU. v'— >T>yPCR'>:^-5^A9700 ; m) /I 

c) t hHLA-DR^I^iBflacDf^^ 

b) -ef^M L pEF-neo-HLA-DR a ^ tXpEF-neo-HLA-DR jS ^ , Lipof ectAMINE 
Plus (^yn • tf — 7 — ;l/x;i/aM) ^fflV^T. L929iflBS (American Type 
Culture Collection (ATCC) No. CCL-1) izmxi^tzo mi^^mXit-^ =:l zuT )V 

1^7.yx2Amf^mm\.fc'^. G418 {^:fu • t*-T-;Vx;i/am) ^Img/mKc 
J^cC-S ck-5 fcJiJ;!. l)SPflig*L;to R-phycoerythrin^l^b;t v-i^xirC 

t h HLA-DR in;#: (BD 7 z - ^ > >^ x >aM) ^ ffl 7 n — +h-r h p< - ^ - 

(FCM : ^^^7 h>T'^:^^>y >aM) j^*if^ffvi> mB.^mx'^nrzLmmxun 
m^(Dmm^w^\^ti^(D(Do-^. mum:^m±.\zYLik-m^%m,\yX^^^mm.'^ 

PCRffly^-rv-^©^U d'^^ ^TDNAgiij'&fiJo^ (^5=-' 

;i'3948 : iW) A*-^>x;Uv- • >?^A> • ry^-f hVt-f rti^X^^AX*^ 

^^ViT, ^ (D-^ ~ =l7 )V\Z'^-DXn -D ti [Matteucci. M. D. and 
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Caruthers. M.H. (1981) J. Am. Chera. Soc. 103, 3185-3191 #M] <. #^U3*^i^ 

#:®iie6^*S^*bT*3i9, jO^^. t: hIgfilI^t^5^Jli^"^i^l4#^fe#:»f>t 
(SC20) s.z^'t hig/ctg h^^T.v'— > (KCo5) ^mmizum-r^o ikd-^^^ 

(SC20) ^«Jt-r^v:7y;^^-Z?feCi> -NAt^m^^Ofg^tTomizuka. et al. . 
Proc Natl Acad Sci USA.. 2000 Vol97:722] fclBife^nT V^^o l^llgBti 
|^Ht4IgffiSI2S^t/KgiIfiS:®(7)M^fCt:)l/iT/jN^f^-&#:T-c5D, t hlgKil 
>X5^-> (KCo5) ^m^-r^'T^T.^Wi (h^>7.i^:j^=.y^'^^X) Tab D . 
^JAt^Fishwild6®$g^ [Nat Biotechnol. (1996) . 114:845] tclBife^nxVi^c 

m-^OT.cD^mz^ri^^^^nr^. i^m^izii higmmiSLZSKt^m-fimmizmii!,'^ 

*a -g) fli #^ [Ishida & Lonberg, IBC s 11th Antibody Engineering. Abstract 

2000]^, &.r(D^mmmizm\^^rzo 75:43, Mtet htrcft^jg^fe-^'^x m-^^x 

xmrni^rz. :fe^J^<hUT®t hHlA-DR^^, I^M#!llTPIML;tHLA-DRfgm929 
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^a^M^^SLtKSngZ-^r^XfEl^cDReconibinaiit Human IL-6 (PAT. IL-6, ^ 

u >\i-)v^±mmmmmnp)rizx$Mm) ^^ym^vtc. 

m7i^mi- h^J^yj^. SO^fS/mL ^:::->U >, SO/xg/mL hl/^ h v-f '>>^-^ 

t^mifsLmMEmm • k*-T-;i.x;va^) car r^sufiitfDMEMt^^j t 

- ^ ffl X o ^< b 7t o 7^ ^ ^ ol jiS b 7t IBflSM^IR ^m'L- L T *H Jja ^ ^ 

mhxmm^^mi^i'rco-:^. 10% fcs (v-^vam) ^^mmnmm c^:/ 

-3 . tf-T-;i^a:;i/a:S) (RT rjfiL?f a D LMEMt^ii^j i:t.i-9) tcx, 37°C. 
P-VM SP2/0 (ATCC No. CRL-1581) ^|WI^f;i4Sjfii^f DMEMititeT^#b, MifiL 

mMEMmmizmmvxmm^^m^vfco mi^i^tzmmcDmmmt'T^x^jiu 

--^^mmi^t^mmm-Axm-^v^ m'L^m. ^m^^^^izm^i^r^. hcd^u 

yhiz. m-^M^VXbQ% (w/v) ^UX5^1/>^'U 33-;H500 (^-U>;^f- 

i^m7'x:izmm\^x:is\,^rcmsiB.mmEmmimi^2mz'^nxni^< 
tcm^mm^. ^Tizmm'r^m.^mRmzj:.^7.yv-nyyizmi^rco a-t 

yij F-V®MiR«, 10%FCS, IL-6 (lOng/mL) ]^D^fc^^-y->9^ > (H) . 7 
5yy7^U> (A) , ^^z^> (T) (SAT THATJ h\,^Oo : i^^-^^M) 

^-r^dummm^xmm-t^ztiz^ion^rzo $e>fc. ht (~>^'-7am) , 

10%FCS. IL-6-^WDMEMmJtiJ^fflt/iTPS#?p-f^^i{:icfc 0 '>>i7^;i/^ D->icUfCo 

ofco irit hHLA-DRt h'eyyn-i-)ViRi^^m^'t^/\-i^^) H-^i7n-> 
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:^;^t^[#:©#i^[#^t«. mm-r^mmmm^^mmr (elisa) jslzsvcuiz 

ZS^lzm^^Cell EUSMz^r)^ fc h^^^S^'nyj > r il (higr) RZSiih-^m 

^^D^'g >gii/c ;0^c»t hnik-Miz^mmUKm^±^^-r^\i h^ey ^ 

n~^y V')y/'^mmm&\xCi'\ (ATCC no. CCL-213) i xio^^eup 

1 %FCSAt)cDPBST 2 m^^U. S^yiJ- 1'^;!':^-^^^^— ifT^^^ti;^-^^ 
tat h^S^'D:/U >@iiK; (Ig/c) (50 m g/'^' ni^V : DAKOttM) ^tW^L. 

4X:iz^imm-( y^=L^-h\^r^o l %FCSADPBS-tr 2 [Ur^fe^b, TMB^-feSM 
(DAKO%f:M) ^^^:x.}V\zmiJL\.-r-Dt\^pL. ^^TT20^FBl-r >^^^- h Ufco 
#'^a:;KrO. SMiiE^ (100jtiL/'>ai;i') ^JP;1, ^Jt^^Jhi^fCo ?^ft450niii (#M 
^^S570nin) T^S^Tt^S^-^-f ^ a y 1/— h U -y— (1420 ARVO ^)V^^^}V 
t)^>^- : WALLACaSS) -C^mi^VX^^Km^fr^Vtz.^WM^^ u — y^MU 

Daudi^#':7a:;i/}3 1 xlO^jilJpATt^t. /N-f :/U H- v±M^tlBA. 4t:T20 
^FbM >^3.^- h b}^c ^Vi-Z:\ 1 %FCSAD(7)PBST2 ^^x.}V\Z 

i^J/Lk hIgG2tn;#:, t S^ta t h IgG3tnf*Xti t S^tu b h IgG4in;#: (^2000fg 

50ML/'j7x;i', The Binding Sit etfcM) ^]dP^> S?^T-e 1 Stf^l-r > + a. 

^"hL-fc 1 %FCSA«9PBST3|Hl?5fe^^. SK^ffi?^ (TMB, lOOAtLZ-^x;!/, 

DAKOtiM) ^^•^x;HciPA. ^taTT20^rBl<>=^^rx^- h bfeo 
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570nin) TC0®7t^^-7< ^ □ h U (1420 ARVO JV^'y ^)Vtl^ 
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MIOtciiE^ t h7^r^'ifiiS5lt^^^^Ficoll (Ficoll-PaQuePLUS: Amersham 
Pharmacia BiotechSiM) ^ffl <.^T^?S tct^ o Ti^M L^o tn:;^H^!l<h bT^ x 

(600G. 5:5i-) iafla:9'lii«hifii^t^^Ji'^b^o ^l§^3^1il^PBS 

T^IRbTFicolltcm»L. tbSjS'L^ (400G. "^U. ?>Q6^m) d d: 0 m^l^lfflBS^ 

^&IRbT100GT10^PB1^'C^^^b, ±m4'(c^^bfeifii/jNm^l^^b;^Co 

i5mxiEn\ihmnM.^^w-mt (pbmo ^^#b;^co 
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?X#bfcPBMC^Mmif-X#CD14irL#: :^'r y (MB) %h 

m.) T3053^rpi4°cTiKj5S^-ti-. mz^j^mtiyj^ m^m) ^mi.xmm\'^mm 
fiei?itft'cm (^^DC) aibTffiffib^c 

m^^\^^Z.-ro hNcDMHC«HLA (human leukocyte antigen) tm^ti. HLA-A, 

B. ccoM-r^^^x I Jn;M<h, HLA-DP. DQ, mcDm-T ^ ^ ^ 7. nmm^^$> D . $ 

^in vitro{c*5liTli^'5l^i^'trcb§o 

'^ORPMI1640tgm (25/ig/mL, 37t:, 30^) .h^JS^-tirT^inMl^m&fiflA. >R^£: 

iHii^A±RPMii640igtteT^#b, 1 X lovmuzu^ izmiiuommizmm 
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(Amersham Pharmacia BiotechttM) ^1. 0/iCi/'^3:;^t75::g) J; {C^JjDLT. 
$b{:i37°C. l&-^20mm. 5% COji^STTtf ^ b o Micro96 Harvester 

(SKATRON&M) ^ffl V:^ TUBAS tcHxDiA^tlfe^H^ ^ > ^ ^ Xy ^ --^ 
yh (Printed Filtermat:WallacaM) (;:iHliKb. >- > 5^ U — ^ - 

(Betap:Scint:Wallact±m) IZj^Kmi^. /-^y ir-i^>^^i^. i8^M^M#:>^> 
5"l/->3 >:ti'^>^- (1205BETAPLATE:Wallacttia) T^SI^SiJ^bfeo 

il^bl^ctfEb: hHLA-DRin;#:®f±M^^HC^To HD8> 
HDIO. HD4S:OT6«> ¥fiK13¥ (2001^) 10^ 11 S ttT^fiiifrigCffiAjgllS^ 

HDSttFERM BP-7773. HD10«FERM BP-7774. HD4«FERM BP-777K HD6tS 
FERM BP-7772T^^o 

^D-:J-;i.tn;#:®^®[«J^T®;^?iTff ofco t htrCHLA-DR^y ^ □-^;i/JfL#: 
^^t^m«±ffi^rmp Protein A (y^-^^ Ay 7 JV^i^Y/^-i ^^^^M) ISl 
tKO. 8X40cm :^^A {n^-^^v\^^m ^fflV^. ®5:«M«<t UTPBS. ^ttl 
^«?^<hbTO. 02M ^"'Ji^ymmm (pH 3) ^fflV^TT:7^' -^^-Wgabfco 
J^mp^UlM Tris (pH9. 0) ^^JD bTpH7. 2#)fi{Cpfi b fco n^ciri 
^*f^ (10000;t;!y h> Spectrum LaboratoriesttM) ^m^^X?BS\z 

iiMMb. )»Sah hirtHLA-DR^y ^ n-:?-;i'in;#:^#fCo ISMirL#:(^M^ti 
2S0m(Dm^m^MmV. Img/mL ^1.4 OD<hbT^tBbfc, 

Tco ^Tt htrCHLA-DR^y ^7D-:^;^t^;#:0^A-r:/U F-v^lOng/ml IL-6, 
10% Fetal Calf Serum (FCS : SIGMAitM) -^^eRDFtgilll mMmm^±m) izMWit 

• t-T-;i/x;i'ttig) , thh^>X:7xU> (S^g/mL, ^>^n • If 

-y-;i/x;i^ttM) . x^S^y— ;i,75> (o. OlmM. , M±U>mi- 
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hU'^A (2. BxiO-'^mM, S/^vih^) > 1 % Low IgG FCS (HyCloneibm) 
HM^jg MMb t-feT;HLA-DR^7^n-:j-;i/jrL#:tCcJ;^|g|ag^U >mtM^lZ^ 

yitTo-^mmi^rcmmmm<D^mmmmm (do t h:^— B(D7i^MifiiJi»^e>:$>g(ib 
fcT^fl§<z)^^^^ig«-r^^<i:-r, ^-^mmu^iz^^ifii^i^^^mmmmm 

(ADcc) ^|5^^n•b?t^{4^TT•|^g^i(7)T□^f^:J^^c^^^T^T$fflflS(7)>^jSi4^f^-^^ 

/7n-:t-;WifL#:<D'f^ffl^p^;t. x.)V:fU- h (Falcontt 

m) H^-ACO^e^DC^ 2 xlOWraL{Cfj:^J:'5 fcl0% FCS^-atfRPMI 1640tg 
Jft (RPMI-103; FCS) (::r¥jS$-&fc„ inHLA-DR^y ^ o-:^;i/irC#:^ I^ttr3>hp 
-;i/^bTt h>J^U i:7D-::>-;HgG (hIgG) RZ^^Bit^ > h u-A tl^X-^^ X 
mU-M'E y ^ n—r)Vmi^L2AZ (ATCC HB-55) ^S, 200. 40, 8 mg/inLfc;*^:^ cfc 

3 tcRPMi-10% FcsT^iRbfco ^fz.. \^-^-B(Dmnit^r)^mLrcmm99%)^ 
±(DTmm^ I xio'm/mihf^^^o\zmi-m Ycsizmm-^'i^rco mwiz. h 

:h-AS5l$®B£^DC<htaHLA-DR^y D-:^;i/ia#:?r#50AtL-r::?965^y I/- h 

37^:. SBTbI. 5% C02#lSTTiS*bfcl^. (Amersham Pharmacia 

BiotechttS^) ^1. 0 uCi/0 tU^ izi^liaVX . -^^IzZlV,. I6~20B# 

m. 5% COi^^yxt^mVfzo Micro96 Harvester (SKATRONttM) ^fflViTlffl 

fla(dxD3Asnfc^H^^i^>*^^^7.:7^;i':$'--y'>:/ h ( Printed 
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Filtermat.-Wallac a M ) IZ m m. 1^ . ^ m '10: U — ^ - (Betap; 

ScintiWallacaM) fCct<gL, /"^y ^-i^y^l^. ^Um^mW^i^y^V—i^ 
sytl^y^- (1205BETAPLATE:Wallac1±M) T^Stti'J^Lfco 
^(D^^^m l\Z7T^-ro HD4, HD6. HD8. HDlOJ^hlgG^ <hitK bTffi*fe#6<J 

^ ^ip $|J b T O pI tg '14 ^ ^ n o 

L929^fflflS^^tKHLA-DR^m929iifla^, 0. l%7i^if^ h U '^A:S:tKl %4^fl&i«ifii 
ffi-B-WbfcPBS (Staining Medium, Je/.TSM) fcr¥jl$ii:, 967v^JSy 1/- h 
100iLil/'^a:;i/T^^ab^Co (600G. 4T:. 2^) b^ct^, ±?f^|5^*b. 

^SS^dS-eig^brcA-ryu H-V(Dtg«±?t (SOmD ^JPATjil^b;^cm, ^ 

?aT3o^rpi#«bT5&>e>, m'L-6fm (eooc, 4^:, 2^) bT±?»^^*bfc„ 

h^lOOM l/r>x;KDSMT2 !Hi^5fe#b;^cm, 0. 0125mg/niLORPE:^>t«ii'^ 
tl-^iritMgAc F (ab') ^fci^: (DAKOttM) SO^L^JlP^, *?^T30^rBl-<>^ 
^^-hbfeo SMT2[Hl^#^bfc^, SMfcM^b, FCMX^i9flS®m^5S^^SiJ 

IS-g-^g'tt^Wb, L929*[lll]S-\(D/^-g-tgtt^ifSi6e>nfci:/{)^ofe;i i:/&^e>, HLA-DRi: 

<i^mm\z^'^-t^mi^-v$>^z.^ i}m b 
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WB. j-^-^y >/^mmmmi (atcc ccl-sb) ^sxiov 

hifiHLA-DR^y ^ n-:h;i/m^^O. K 1 m g/^^-^XP^^cDfflST 1 mi^^l^fci. 

^m^ms^n mu±mm v tc « 

&.±(Dmm(Dm^^m2\Z^-ro **Mt htaHLA-DR^y i7O-:?-;i/tn:fls:^0. 1 
EE. HD10:RrXHD4ti 1 E-rrfeofc (E2B) o 1. OAtg/-T':>XM{*T=K-^b^c 

(02A) o l^14D>hD-;i/-rS§*n;HSAtn;#:^#i^T«, Raji^ffi^eOBR 

bRZS^OpL g/kg#:« izt^r^. HD8 ^ {3 -fSffl S -Virimmm -^^mW-T ^ Z. ii-^i 

(1) HD4. mmwm.^^(Dcmk^u—-y-^i^-^m.^'^^-\^m. 

A-r^U HDS^lOng/mL IL-6 (R&D Systems . 10% Fetal 

Bovine Serum (SIGMAi±M) ^WeRDFiSm mMmmk.m) Ti^^b. ^S^L-^^-^ 

\z^K>mm^m^tz.m^mi (^ynti-T-;ux;i/am) ^^jpl. m.^mm 

♦ tCbi^djO^oTTotal RNA^tttHbfeo tn;#:cDNA® bJ^M:®® o-- >^Ji, 
SMART RACE cDNA amplification Kit {^u — yrv^^W ^ffiV^. ^#cDs5£ 

5Mg©total RNA^^Mi bT, 1st strand cDNAS^-^Mbi^Cc 



37 



wo 03/033538 



PCT/JP02/10665 



1) 1st Strand cDNA (D^^ 
Total RNA 5 iig/3 ulL 
5' CDS 1 mL 
SMART oligo 1 /iL 

5 XBuffer 2 p.1 

DTT 1 fil 

DNTP mix 1 At L 

Superscript II 1 /zL 
^JPA42'CT-1. mm^ >=^zL^- h l^fdo 

^^iz. 100ML(Z)Tricine Buf fer^jPAfe^. 72X:-X^ 7 6^m^ >^:i^~- hV. 
1st strand cDNA^]K#bfe„ 

cmh(Dm^iM. Takara%h<Z)Z-TaQ^ffll/^^o 
cDNA 2 ^zL 

lOxZ-Taa Buffer 5 AtL 
dNTP mix 4 ul 
Z-Taa 1 AtL 

y^-rv- 1 

ail<7)i^i|ig{;iti, UMP (SMART RACE cDNA amplification Kit : ^u — >y^y^ 
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?±®) ^hh-ey^-rv- (5' -GGT CCG GGA GAT CAT GAG GGT GTC CTT-3' ) 

(gB^iJ#-^5) ^m^K 98°Clf::!'\ 68°C30#(Z)1t-r ;I/^30[eI^ D 51 b;^c:o 
iZ. Z.(DRmml nl^mmti^. NUMP (SMART RACE cDNA amplification Kit ; 
^ a — yT-y ^^±m) <hhh-3 y^^-fv- (5' -GTG CAC GCC GCT GGT CAG GGC 
GCC TG-3' ) (gB^J#^6) ^fflV^T, 98*01 68^ 30#(D+)--r ;1/^201hI^ 
DMbfco m^MVr^?CRm<^^?CR purification kit (^Ty>ttM) 

(CctDMML, lih-4 (5' -GGT GCC AGG GGG AAG ACC GAT GG-3') (@H^iJ#-^ 

7) ^y^^^-<i:UT, mmmmo^^^^n-Drzo ^mmm^m\z. mmm 

#Se^^^-r'7-tnHD4Sal (5' -at a tgt cga cCC AGC CCT GGG ATT TTC AGG TGT 

TTT C-3' ) (iB^iJ#-^8) HD8am#M6^y^-r ^-tnHDSSal (5' -ata tgt 
cga cTGG CTG ACC AGG GCA GTC ACC AGA G-3' ) (gS3^iJ#-^ 9 ) ^-g-fi^L, ^(D 

tnCHNhe (5' -gat ggg ccc ttg gtg eta get gag gag acg g-3' ) (gH^J#-^ 1 
0) ^fflt/^TPCR^ff (98°C1#> 60t:30#. 72t:30?j>) , MIIi^i|>ScDNAI$fr>ir 
^SalK Nhel'TM'fbL. — nx Vi;^N5KGl-Val Lark^^i5^ — 
(IDEC Phariaceuticals. N5KG1 (US patent 6001358) (D^^^^^—) . izm 
AbJ^o #A^nfcBB^J7&^*direct seQuencefcJ:oT^^$nfe=fo(7)i:|Hl— -rfe 

mmi^. UMP (SMART RACE cDNA amplification Kit ; ^ P- >t- >7 i 
hk-2 (5'-GTT GAA GCT CTT TGT GAC GGG CGA GC -3') (S3^«J#^ 1 1) ^^-Tv 
-^i^oT. gsn^, 68*C30#(Dit-1*i57;u^30llli^«5jgUTit'|iSb;^Co ^^iz, 
:i(DK!tsml ixl^mmhiy. NUMP (SMART RACE cDNA amplification Kit ; iJ^D 
->7"^y il^:^:©) <i:hk-6 (5' -TGGC GGG AAG ATG AAG ACA GAT GGT G-3' ) (SB 

mmhrc?cm^^?CR purification kit (^Ty>ttM) iz^r^mmi^. 

HD4@$I#MWy^'f ■x'-tnHD4Bgl (5' -ata tag ate tGC TGC TCA GTT AGG ACC 

CAG AGG GAA CC-3' ) (SB^U#^ 1 3) <hHD8^^#^S^ ^ ^ x'- tnHDSBgl 

(5' -ata tag ate tGG GAG TCA GAC CCA CTC AGG ACA CAG C-3' ) (iB^iJ#-^ 1 
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4) z.(Dy^-c^-^m\^^x. Kn:^[^-^^^'bmm^^^i^rzo #s 

6<j V— ^ tnCkBsi (5' -aag aca gat ggt gca gcc acc gta cgt ttg at- 

3' ) (Se^iJ#-^15) ^/SV^TPCR^^f mx:ifp. 60t:30#, 72t:30#) . 

Val Lark^^^ — fc^Abfco if nfclB^J:«)^direct sequence^c J: o T^5^ 
<HD4 nJ^M^> (iB^iJ*^ 1 6 ) 

GTCGACCCAGCCCTGGGATTTTCAGGTGTTTTCAGGTGTTTTCATTTGGTGATCAGGACTGAACAGAGAGA 

ACTCACCATGGAGTTTGGGCTGAGCTGGCTTTTTCTTGTGGCTATTTTAAAAGGTGTCCAGTGTGAGGTGCA 

ACTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGCCTCTGGATT 

CACCTTTAGCAGCTATGCCATGACCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCTCAGGTAT 

TAGTGGTGGTGGTGATAGCACATACTACGCAGACTCCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTC 

CAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAGAGA 

TCATGGTTCGGGGAGTTATTATCCCTACTGGTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTC 

AGCTAGC 

<HD4 mm'^^mm (mm^ i ? > 

MEFGLSWLFLVAILKGVQCEVCILLESGGGLVQPGGSLRLSCAASGFTFSSYAMTWVRQAPGKGLEWVSGISG 
GGDSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDHGSGSYYPYWFDYWGQGTLVTVSSA 

<HD4 mm'^mmmy mmmn i s ) 

AGATCTGCTGCTCAGTTAGGACCCAGAGGGAACCATGGAAACCCCAGCGCAGCTTCTCTTCCTCCTGCTACT 

CTGGCTCCCAGATACCACCGGAGAACTTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGA 
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AAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGTTAGCAGCCGCTACTTAGCCTGGTACCAGCAGAAACC 
TGGCCAGGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAGGGCCACTGGCATCCCAGACAGGTTCAGTGG 
CAGTGGGTCTGGGACAGACTTCACTCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTGTATTACTG 
TCAGCAGTATGGTAGCTCACCGCTCACTTTCGGCGGAGGGACCAAGGTGGAGATCAAACGTACG 

<HD4 mm'^^mm (ss^'j*-^ 1 9 ) 

METPAQLLFLLLLWLPDTTGELVLTQSPGTLSLSPGERATLSCRASQSVSSRYLAWYQQKPGQAPRLLIYGA 
SSRATGIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGSSPLTFGGGTKVEIKRT 

g©T^'-> (A) <h505#@®^^T-> (G) r^lzHm-t^o y^SB^Uf^*5 

viT. mm'^i^mmt^mmni 7 (DN^m^^^H2WFisi(D±v > (s) mm^-v 
x'^fo. m^B(Dr^—> (A) um^^mnmrn-v^^. mm^ntzmmmBM 

'yT.'T-^y (c) *-e-r$)D. m^^(j:>^^^jm\m.nm^\7 (Dim^(Dir)\^^^ 
>m (E) is$>^z.^Mm^^^ht<ii'Drzo t^e^T. gH^ij#^ 1 7 ©ts y^SH^j 

SS^J«@B^J#^l 9(DN*iSct D20#g©^'J ->> (G) *T-Tr$>D> ^iKfli#:©N 

^i^it^m^m 9(D2mB(D^)i^ ^>m (e) -e$)^ii<h:6^^Bje>>6^.h7'cC-Dfc„ 
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<HD8 fill wmMit) (@B^iJ#-^ 2 0 ) 

GTCGACTGGCTGACCAGGGCAGTCACCAGAGCTCCAGACAATGTCTGTCTCCTTCCTCATCTTCCTGCCCG 

TGCTGGGCCTCCCATGGGGTGTCCTGTCACAGGTTCAGCTGCAGCACTCAGGTCCAGGACTGGTGAAGCCCT 

CGCAGACCCTCTCACTCACCTGTGCCATCTCCGGGGACAGTGTCTCTAGCAACAGTGCTTCTTGGAACTGGA 

TCAGGCAGTCCCCATCGAGGGGCCTTGAGTGGCTGGGAAGGACATACTACAGGTCCAAGTGGTATAATGATT 

ATGCAGTATCTGTGAAAAGTCGAATAGTCATCAACCCAGACACATCCAAGAACCAGTTCTCCCTGCAGCTGA 

ACTCTGTGACTCCCGAGGACACGGCTGTGTATTACTGTGCGAGAGAAAATTTCTATGGTTCGGAGACTTGTC 

ATAAGAAGTATTACTGCTACGGTATGGACGTCTGGGGCCAAGGGACCACGGTCACCGTCTCCTCAGCTAGC 

<HD8 mm'^^mm m^m^ 2 1 ) 

MSVSFLIFLPVLGLPWGVLSMfiLQHSGPGLVKPSQTLSLTCAISGDSVSSNSASWNWIRQSPSRGLEWLGR 
TYYRSKWYNDYAVSVKSRIVINPDTSKNQFSLQLNSVTPEDTAVYYCARENFYGSETCHKKYYCYGMDVWGQ 

GTTVTVSSAS 

<HD8 mm'^^mmy (ga^ij#-^ 2 2 ) 

AGATCTGGGAGTCAGACCCACTCAGGACACAGCAIGGACATGAGGGTCCCCGCTCAGCTCCTGGGGCTTCTG 
CTGCTCTGGCTCCCAGGTGCCAGATGTGCCATCCAGTTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTA 
GGAGACAGAGTCACCATCACTTGCCGGGCAAGTCAGGGCATTAGCAGTGCTTTAGCCTGGTATCAGCAGAAA 
CCAGGGAAAGCTCCTAAACTCCTGATCTATGATGCCTCCAGTTTGGAAAGTGGGGTCCCATCAAGGTTCAGC 
GGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTATTAC 
TGTCAACAGTTTAATAGTTTCCCGCTCACTTTCGGCGGAGGGACCAAGGTGGAGATCAAACGTACG 

<HD8 mm^^mmy (SB^m^ 2 3 ) 

MDMRVPAQLLGLLLLWLPGARCAiaLTQSPSSLSASVGDRVTITCRASQGISSALAWYQQKPGKAPKLLIYD 
ASSLESGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQFNSFPLTFGGGTKVEIKRTV 

wi(D7^:=-y (A) t49mB(Dif7-> (G) mizitm-r^o 7^ ymmmzid 
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c7)N*5|io5>^fTJcJ; SII©>^^':^;Ha^'J«@a^iJ#-^ 2 1 (DN*jiffil=t D 20# @ (Z) 
-feU> (S) ^TTSD, ^^fli'f^^CONT^'iR^^SE^m-^ 2 1 CD21#@<7)if;i/^ ^ > 

ATG3H>Tr^D, ^mumit^' ^t^^^ ^mm^o^yy'^y (a) ^xxh^o 

@B^'Jtt@B^'J#-^2 3 ©N^^cfc 0 22Se(Di/;^7"-r > (C) ^XX$>r). }&mi^ 

(DN^mitm^im^2 3<D2mm<Dr^':=.> (a) x$>^iihmM^A^hrj:^rz. 

129#g® U z^>^X(D^^X$>^o 



2 -^SfeDNACOmSSB^iJ 



No 


r m-^ 


mm (5* to 3') 






1 


lih-6 


GGT CCG GGA GAT CAT GAG GGT GTC CH 


27 


5 


2 


hh-3 


GTG CAC GCC OCT GGT CAG GGC GCC TG 


26 


6 


3 


hh-4 


GGT GCC AGG GGG AAG ACC GAT GG 


23 


7 


4 


tnHD4Sal 


ata tKt csa cCC AGC CCT GGG AH TTC AGG TGT TTT C 


37 


8 


5 


tnHD8Sal 


ata tgt cga cTGG CTG ACC AGG GCA GTC ACC AGA G 


35 


9 


6 


tnCHNhe 


gat ggg CCC ttg gtg eta get gag gag acg g 


31 


10 


7 


hk-2 


cn GAA GCT cn TGT GAC GGG CGA GC 


26 


11 


8 


hk-6 


T GGC GGG AAG ATG AAG ACA GAT GGT G 


26 


12 


9 


tnHD4Bgl 


ata tag ate tCC TGC TCA GTT AGG ACC CAG AGG GAA CC 


38 


13 


10 


tnHDSBgl 


ata tag ate tGG GAG TCA GAC CCA CTC AGG ACA CAG C 


37 


14 


11 


tnCkBsi 


aag aca gat ggt gca gee aec gta cgt ttg at 


32 


15 
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IgGli57-r 7°(CttN5KGl-Val Lark^^^ — . lgG4^ ^ Zfizm^KGA Laik (V^Ttlfe 
IDEC Pharmaceutical sMT\ US patent 6001358t;:fB«$nTt/i^N5KGl(7)5^^^ 
^^-11'$)^. N5KG1-Val LarkfCtPV^TSNSKGl i |p|*itClgGl bfc ^ ^© 
N5KG4 LarkfCO{/iT«IgG4^-r y}c:ia#;^fct)©Tib^o ) . lgG2^^y 
tcttN5KGl-Val Laik<^tti8^^5B^JgK^3^^IgG2^< (N5KG 
2) ?rfflVi. |imF[I12cD;^?*,h|WI;R|tC^^iS7-{^HD4:S:D^HD8©oT^m:®^M^3i 

^fco mtciz. igGi^-r y^v^ttigG2^-r ^©^^^-{cm^iA^nTv^^MJi 

^^g|5:5i-»EU:J->/^'U >^^>';^5^Atc43tt^331#@©:/u U > (P) ^u— FT 
■SgB^UCCC^-feU > (S) ^n— H-r^TCCfc^^^-e-fd (Mi-Hua Tao, et al. 19 
93. J. Exp. Med) ^iJ7^-^fp£K (RT> JilStCN5KGlSer. N5KG2Sert»<) 
^Jg^dl2(^P^^<h|5lillc^i5^i$7-f3HD4S:r;^™® pJ^M^^m^3^Si^7^c\ W.TlZ 
mm'r^m3:^ZSm S 4'. ^5^>J^«1t7^^ ^X^IgGl®HD4irL'f*tiHD4IgGlX«HD4G 
l^lEb. $ e>{ca^I^^|f|5:9>©EU^>ys^U >^^/>'X7=-Afc43frt'5331#@(73yD 
U> (P) KT^S3^ycCC^-feU > (S) ^33- FT^TCCtC^m$i*-fcjt^ 

^ trt #: «HD4 1 gG 1 Se rX tiHD4G 1 Se r ^ IE f ^ o 











ADCC 


CDC 


HD4 


N5KG1-Val Lark 


IgGl 


HD4G1 


+ 


+ 


HD4 


N5KG2Ser 


IgG2Ser 


HD4G2Ser 






HD4 


N5KG4 Lark 


IgG4 


HD4G4 






HD8 


N5KG1-Val Lark 


IgGl 


HD8G1 


+ 


+ 


HD8 


NSKGlSer 


IgGlSer 


HDBGlSer 


+ 




HD8 


N5KG2 


IgG2 


HD8G2 




+ 


HD8 


N5KG2Ser 


IgG2Ser 


HD8G2Ser 






HD8 


N5KG4 Lark 


IgG4 


HD8G4 
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dhfr *i ^ ( ATCC CRL-9096 ) . CHO-Ras ( Katakura Y. . et al. , 
Cytotechnology. 31: 103-109. 1999) , HEK293T (ATCC CRL-1 1268) fSi^^m^^ 

IS^^T^t^'fbb, Bio-Rad electrophoreter^fe-fe ViT350V, 500AtF(D^#-e. 
4 xiO^Mc^CHO^fflflSfcjieT^SAU, 96well culture plate(3ffiffib;^Co U^Jt 
ya:i7'>3>«. LipofectAMINE Plus • H-T— <&fflViT 

^^tt (Antibody-Dependent Cellular Cytotoxicity) . ^T. ADCC) , IkXS^ 

(Complement-Dependent Cytotoxicity) JEAT, CDC) coa'J^^^JSb^o in;#:«. 
^}S«?iJ8Tf^fiKb^A>r >^U H-vS5feHD4J^tXHD8. 14-e#fi^ bfc^CHOilffl 

-}3m^%mz\-x. ^-'fvvmmz.w.^'^^uj^ (cr^o ^i^wflaMi^tcmDjA 

S-a:, ifflfla^fcJ:J9t^««g4'{Cjlil$n^Cr='«^r?IS«TlR'J^bfco 

B:#:WtC«. h^BlflSi: bxn-^^:/ h U >A°ffi!Mflat5|;Raji (ATCC 

CCL-86 ) ^ 10« P ^ 15 At L Fetal Calf Serum (PCS) M ^ b . 50 m L 
(37MBQ/mL) (DCr^'^^^P^nfe^^^ p a^:M- U A (A-^^^xjl/V-M : 
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m(D:i^r^x^mvrcmnA^mikmmm2ooooom^. ^m^^y :cjv^u- h 

(FalconaM) <^X±i$imm20Q ulIX\ ^ini^M^tthlZdlX:. 5% COj^ffi 

c\iC7y±^\t. CT^'^^)viyrc^—^'yhmm20Qomizii:ivx. mmmm 

ADCC • CDCT^:/-k-r h ^3S>L>LTMflaSltJe)fcm. ±m 

50/xL^)^7f^v'>5^1/— ^5^-- ^W®967^:y 1/- h (Lumaplate™-96 : y^y:^— F 
iZ^V. 55t:, 1. s^rsTr^i^ bfcc ^j^<&?Ji^^^> *ffi;^7A — 
(TopSear"-A:96-well Microplates : HttiS) T-y 1/- h 

-e(7)^^<^BI3. ^3{C:^-ro CDC^'l4lCOViT«> HDSIgGlSer. HD8IgG2Ser. 
HD8IgG4. HD4G2Ser. HD4G4«IS'tt/^^~te < , HDSIgGK HD8IgG2, HD4GlT«?g'i-4^ 
mi^Xl^^^Zii^mmvrco ^tckdCCmm^. HDSIgGK HCSIgGlSer. HD4G1(D^ 
^tt ^ W b T -5 ;i ,h ^«Sm L fcc 



5j1^©C.B-17/ICR-SCIDv^X iB:^^Uy (m ^m) ^liAU. 6 

m^mizmri^ruGumitm m^jtit^^tm) ^\oui/'^'y:^m^xmRi^x 

SfMl^K#Ufeo WB. h'Jy/mmmRaii (ATCC No.CCL-86) ^5x 

lo'/'^OT.mi^xmm^H^^hrco mmm^^ 3 b'^. '^^7.<Dmmm\H\z^ 
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I^M^J14T^i=^£LfcHD8GlSer:Rr/HD8G2Serf3-3l/iT«0. h 1 iig/-^^xmi=^ 
-;i/<hbT^>^b;^hIgGtn;#:^ 1 jtig/head(7)ffiaT^#U;^i^^. ii'l4zi> ha 

V^TUhlgGS^i^^ 6 EEifeM^#b (BI4A) . 0. 1 At g/Tr>7.i@#:l;:*5 V^TtS 
HD8G2Serffl^T«6 IZE^^J, HD8GlSer^T« 2 bT V^;^:: (04B) „ 25B^ 

<75^fe#^«, 1 Atg/T'^7>l@!#:fC*5l^T«HD8GlSerS¥«2 125. HDSGHSlE, 
HD8G2Ser^«4 EE^#b (g|4A) , 0. 1 Mg/x'':7Xffl#fC*DliTHHD8G2Serl¥(D 
^1 K^#bTVi;^c (BI4B) o 

d©^:^, HD8mm^*n;#:Tafe'g>HD8GlSer:5:OT8G2Ser(c*3l.iT=fo. HD8<h|WIil 
iZimiZ^mm-Tstnmm^^Jj^^^Wr ^ ^ iL-f^mmi^rzo HD8G2Ser«ADCC • CDC 
® ^ttTi^/cC 75^ t3 ^ T\ mm'E :fe T ^ ^1" Z. ^ ■/}m o o 

^MFJIT HD4. HD6jS^r/HD8g>Xtf h-:/jSllf 

HRP conjugated anti rabbit IgG (DAKO^hM) ^ffl V^TO. 5 m g/mLO?iS'rS^&$ 

-fr, m?mmm\ihifii=^ m-.uKoi^m) <h^j^$ii-> ib^^^t^^ (^j-.ecl':? 
it^mytmni'^m (m las-iooo m±7^ jpj^^m) -c^t^m^^^Hivrzo 

(1) HLA-DR^^|gbTVi§U >AMilfflJ3S^SKW6. 4(ATCC TIB-215) ck 0 ^la^ 

^JftttJb. KHLA-DRirL#: (K28N : ^^*fflflSi&^'^X--T'j7X/N-r :7^U K-VK28 : 
Sfe#^ PERM BP-4577lrl994^2^22B{C$6iIff jgC?iA Mm^mm^^m^FM 
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zoMa(Diim\z$>^ HL A-DR ^ m^mMvx^^^^ ^ hmmmi^Tzo 

(2) 'AiZ. HLA-DR(7) i8 II (DRB1*15011) ©Hflg^Mit 199T 5 / (SB^J# 
■^147 tC:^-rT5 ymSB^'J<Z)^-^^29#@/0^^^227#@®199T5 SB^'J 

14 6 JC«gB^iJ#-^ 14 7 IZ^TTB. y mgB^iJ^n— HT-Si^^SH^U 
T) t;:-^ViT, F€: 2 y ^-r-^-re. bT-&ff94ao^:/5^ F 

(SH^^JS^S 2 7&^e> 1 4 5) ^iz;Un-7.M±tCC*^/&^e>X7}^-/ h4»tfC-g-frKb. 
N*^T-fe5^;HbLfc (JERINia : F-f^^) o i^i.l^(7)^)S«^ri(D>>3iX^ >j!)¥ 
^ff (Reineke, U. (2001). "Epitope mapping with synthetic peptides 

prepared by SPOT synthesis." Antibody Engineering (Springer Lab Manual) 
Eds.: Konterraann/Dubel. 433-459. 75: fii ) ^TClzmt^Vrco M^U 
LumilmagerTM (Boehringer-Mannheima) ^X^J^ h 

■^(D^m^msiz^To HD4 (EISA) U7 5. ym&mB-^umBizm^Kft^. 

17#S~29#@. 63#S~75#e. 65#@~77Sg l3||Vi;S;£;;^^U. SS^J#-^ 
8 Str^^n^T^ ymiB^U^WT^^y^ FiMfe^S^^JtClg-grbfco HD6 (0 
5B) ti61#@~73#S{c:3^ViSJS, 57#B'-69#e, 59# @ ~71# S tcgi 

^s^^^b. i3^ij#-^8 3x^-^n^r5.ymmm^^T^^':f^}^tm%^t)iz 

m^Vr^o HD8 (0 50 «61#g~73#a. 63#e'-75#@. 65#S~77#SfC 

#^{C5iViSJ^^^^b> @5^'J#^8 2, 8 3RU8 4X^-^n^7 ^ /mm^i\^ 

(^J : Dessen A et. Al. , Immunity (1997) . 7. 473-481#fig) ^K). 61#@~73 

b T l/i ^ il i TlJ^^f IJ b T t/i ^ o 

(3) m ' m ' m%\z^mvxmhm^^}t-^^-rny ^ ym (6i#@-'73 

#@) ^'■:5ViT. 3iI®^M^#ltb, ii«E^^nTVi§#MIU350ai^ (EMBL- 

EBI(DIMGT/HLA7='-i5'^->^7^cK^#fi^) ® 16ffillfi(D^:/5^ H^f^ 
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7.^>:foyy^^>^''^mMl^rco m¥fit. LAS20002S^I/^f#fy 7 MmageCauge 

WMKm'^ ^vTcmmizu^m^^iz It- cx + + + + . i^-tt ® ±i « - -tr ^ 

/^^y^^'^0>]^(D5%U±lO%^m : +/- 

A^y iJ7^^'5'> H©20%J!^AJi30%*ti : ++ 
/7//^r:7> K©30%UJ^±50%*?i : +++ 
^^'^':7> F(D50%I^A± : ++++ 
HD8tt. 65, 66. 69. 72# S ® T S 7 7 >Hm bfeiH^J#^- 4 8 ~ 5 

1 ^.^izit-r^xm^Km^^i^rc. 65. 66. 69. 72#@oT5 /m«^j,$nT 

Vi^HLA-DR^iI(7)t5f^f ^T©HLA-DR(Di8ii{C*5ViT{^#^nTVi^ (EMBL-EBI 
OIMGT/HLAx-a7^-X/j:^#{!S) „ $ ^ fcBB^iJ#-^ 2 4 ~ 3 9 Tp< >>> -7^j:iH 
^iJ^^t^}tiAy£(7)HLA-DRiSiigB^'J^I|ilMLTt.i^ ;i .JitIj^^.. HD8«^MeiJ{Cl5 
r '^T OHLA-DR ^ m ^-g-r ^ Pan-HLA-DRin#T^ a& ^ pj igtST^^'l^m }C i« o 
$ e,tC. HLA-DRIH4ifflflSt5|c^fflV>T^MM10i:|WHt(D;&fi-eHD8(DS^£;'l4^^ 
t^tbfc<h;i^. ARH77(ATCC CRL-1621) , Daudi (ATCC CCL-213) . HS-Sul tan (ATCC 
CRL-1484), IM-9(ATCC CCL-159) > MC/CAR (ATCC CRL-8083) . Raj i (ATCC CCL-86) . 
Ramos (ATCC CRL-1596) . RL (ATCC CRL-2261) . SKW6. 4 (ATCC TIB-215) , 

unumiiymmm^mmmm^^r^'LmmiLmm : Mcc ccl-d. thMS 

B -^X(Dmn!kmmm 5 ^^jt^-r ^z.t ^mm lt^d, Rjt^i.u i^nu-m 

iZ^\^^Xh\mi^^l^^i^> 5^>A*>V-«l^#:4' l^#:{C^JiSbTVi§o - 

BmmMmmwxnik-\)R^mm\^x\^^tji\^^mm2Q{kKc ccl-i55)(c«s^& 
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:$iB^mmiz^\m'^nr^-r^x(Dvmm\'i. t(Dm^(D±i^^^mmm\zm 
ij^ti^o) t^^. sfc. mi'i(Dm>^<Dmmizmm-^ti^^m^-^mRzsmm 
<Dmm^MUi^u^^^mp^x^mm(Dm^ (DmmjkU^w:^^'^mx ^ ^ z: ^ 
i,tmm^izi±^^\zmm'^n^x;^^oo :^^mitz.(D^'Dum:^JSi.n^M 
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1. A-ryiJ H-x'HDS (Stt#^ PERM BP-7773) ^m^-f^. HLA-DRi:^ 

3. tn;#:coit7'^ igGirh ^m>Rm 2 mmcDifi^xu^cDmmmmh- o 

1 0. igGmgG3X'$>^mMm3mm<Dtfii^xit^(Dmmmmh-. 
1 2. igGmgGAX'$>^m>i^m3mm(Dmi$^x\t^(Dmmmw\>T-o 

1 4. /N-f :/'J H--7HD8 (Sfe#^ PERM BP-7773) o 

1 5. A-f F— •7HD4 (SfeS-^ PERM BP-7771) ^m^-T^. HLA-DRi:Jg 

1 6. A-ryj H--7HD4 (^ft#-^ PERM BP-7771) ^m^f ^ifi^(D-^mm 
i^^Wf^, HLA-DRi^^-r'SJn:#:X«^©^tgW8ff>T-o 

17. m^<D-^':/^y:^'^^. igG-v^y^m^mi e$^m(Dijii$^x\^^(DmM'^m 
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1 8. igG^ngGi-v$>^m^mi ? $im<Dm^xit^<Dmmmmii. 

2 1. mm^'Mmm(D7^ ymm^i^. ^^i^rcm^mz o$Em(Dini^xi-x^ 
2 2. mm^nmm(D7 ^ ymm^io)^^-^^. En-ry/^^^jy^^i^xy^i^iz^n 

2 4. MII^#^^<Z)T5 y^@B3?iJ^. efe^bfeii5f^:^2 3fE«(Din;#:X«^ 

2 5. IgG>0^IgG4Ta5^fS5lt:Sl 7 f3t!c®Jn;#:Xt^^(DMW8lTM-o 

2 7. A-I'r/U H — -THM (^teS-^ PERM BP-7771) , 

2 8. /N-r:/U F-VHDIO (Sfe#^ FERM BP-7774) /&t^^fe-r^. HLA-DRi: 

2 9. A-r:/'J K-x^HDlO (gfe#-^ FERM BP-7774) o 

3 0. F — VHD6 (Sf£#-^ FERM BP-7772) T&^j^^f HLA-DRt*g 
3 1. /\^:/'J F-x^HDB (Ste#-^ FERM BP-7772) ^m±-r ^in.i^(D'pi^m 
3 2. irL#:<^-y-yi^^X>0^\ IgGTfe^Bf 5^3^ 3 1 |H«fe(Din:#:X«^(D^tg6^ 

3 3. \gGmgG\'xs$)^m^ms 2mm(Dmtxi'^^(Dmm&dmh-o 

3 5. igG7&qgG2'z:$)-5ii5f^Ji3 2mm(Dm,i$^x\t.t<Dmmmm¥ro 
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3 6. mm^nmi$i,(Dy^ymmm^. ^^i^tcm^ms 5mm(Di^i$-yn-i't 

3 7. igGmgGs-v&m^ii^ms 2mm<Din^xit't(Dmmmm)no 

4 1 . >^'J H-x'HDe (^fe#-§- PERM BP-7772) o 

4 4. ^W<D^f^'7:^f)^> igG-eab^W^JS4 2 tEmoin;#:x«^©aBg6^ 

4 5. \gGmgG\-c^mnik^A: Aum(D^^y^\-^'^(Dm.mt^m)n. 

^331#S(DT^ ym©Ser-\©«^Tab^ff^li4 6 fEmcDifL^^X^S^O^tgS^ 

4 9. IgG7iqgG2Tfe^if^JS4 4IEmc7)Jn:#:Xti^©^tg&^li?itc 

5 0. fiil^SMi^^TS y^@2^iJ$:> LfclffsR:® 4 9 ieffia)tn;#:Xti^ 
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5 8 . mm^n 1 6 25:0^' 1 8 n^^»g2^"j7J)^^=i — HT^^y^ H^-p-^ 

6 1. mmmnmm(D7B.ymmm^. ^^vr^mMme omm(Din.i^y.i,^^ 
6 2 . igG*^igG2-i?^^i*3j^:« 5 9 mm(Dmi^x\t^<Dmmmm}no 

6 5. -^>''^-^7s;&^*IgG2Tfe«9EU:^>A'U >^>*>'XT-A{::*5tj-^331#@©T 

5 ymmeT^mm-^nr^tRmMrh^tKmMG2Seix},-^^(Dmmmmi^o 
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6 6. igG/&ngG3T^-g)i»^]S5 9 Bdm(Dmi$^x\t^<Dmmmm>¥o 

7 0. HLA-DR(D;3iI (DRB1*15011) (Dmm^mm.y ^ y m^Z-Ol^T: U-meT^ 
7 1. HLA-DR(Di8«I (DRB1*15011) ©iBSS^^J^T 5 / li^fC-^ V^T 13-mer^ 

2 y UT^y^ H^f^^feb, H^-fe;i/n-xfl^ 

HLA-DRld M'&T ^ Jri#:X «^ (D^fg 6^ »f n-o 

7 2. HLA-DROjSm (DRB1*15011) ©^flS^ffiJgKTS 7 mtC^ViT13-mer^ 

t«tlc:C7|?5flg:;0^e>«g-&bN7l^>iS^T-fe5^;l^'fbbfc^<h*^e>7:j:§@H^iJ#-^2 4 e. 3 
^$tl^-r^T®^:/5^ F^#«fCJ^-g-r^. HLA-DRfCJ^-^f ^ln:#:X«^(Z)a 
7 3 . &.y(D]^m. (a)RZS{h) : 

(a) mm (Dscw^ o 7. iziriY 7 a Gumskm^ 10 11 1 /^^T.m^-vmmiH^ 

^V. Jriy vTDGMltriJfiim^^lgBtCA-^-/ h U >AM«IHmaji (ATCC CCL- 

86) ^ 5 X 10V"^'^7.j@#:i?»I^MF^^-^b. Raj iS#5 0 t^tC^^S 5 /z g/kg#: 
ST 1 lHl^#bfc:©^OT'j7 7.CD^-^90S^©^#^>^?^ t hin;HSAirL#:&|pia 

(b) 10% FCS^-^mPMI1640i$tte^fflViT8mg/inL(Ci^mb;ttn;#:50jaL<hlO% 
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~ 2ommi^m b , mbs^ix d ^ n;^c 'h^ 5 > ^ m hx l m='h5^ ^ > ^ 

L243 (ATCC HB-55) ^ffl VifcJ®-&(7):^^Jf|]^J^'l4itt:^TIIVi t Vi-5'I4K ; 
7 5. in:#:^^\ b hm^^T^^lfJjcJB 7 3 f2mcDift#:Xtt^®'^|g6t)ifrM-o 

7 7. 10% fcs^^t^KPuimomm^m^^x 8mg/muzmmvrzmi^bo tJLLh 

10% FCS^^tfRPMI16401:§ia^^ViT 2 X iC^lil/inLfciliM i,,;^^ 1 (Z) t h H:^- 

mm^mm^mmnmmo h(D^ :iL)u^xm^v. 4rT3o 

^\z'E^^i^>^i.oixCi/'y :t.)ixmmhx. $e>{c37t:, sxco^^^tx 
i6~20B#rpi^«bfcm, mm^'sk^^^nrz.m^^i^y^muLmm^s.i^y^ 
z^y^u-^—xmmi^. '}i^s.z^>(Dmm^<DmKi^^^^mm^\^x^mif9m 

#:L243 (ATCC HB-55) ^m^^rcm^(D^mwm'miitit^xmmxit^^^ t\^^^ 

7 8. mm^. ^u-±)vi[ni^x^^m^m7 7mm(Difii^xit^(Dmm 
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8 0. T'^x-T'^x/N'f :/u \^—-^\zxK>M^-^ri^m>^'m.7 7fB®®in;#: 

8 1. A-r>^U (Ste#-^ PERM BP-7773) , A-r>^U F-'y'HDlO 

(Sf6#^ PERM BP-7774) , A-ryj (^•fe#-^ PERM BP-7771) 

OT6 (St6#-^ PERM BP-7772) t^^fi.^m-f3^'bmi3i^n^;\^ y"^) \^-'^(DU 

8 2. nI^Mi^75^^@3^iJ#^ 1 l^^ZSl 9 T^$n^T5 y^iB^iJ<7)-5-^ bT^ 

8 4. tf-y^? ^XT^ngGlTafe DEU■:^>/^ U >i?'^^X5=-AlC*5tt^331#@(Z)T 
5 /^7&^Ser'\«m$n/!:tn:#:HD8-r2b^tn;#:HD8GlSer, it:/^ ^X:!5^IgG2T=^ 0 
EU:^ > A U > ^J^'S-X 7^ A § 33 1# S (7) T 5 7 mT^^'Ser^Sm^ nfcin:#:HD8 
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SEQUENCE LISTING 

<110> KIRIN BEER KABUSHIKI KAISHA 

<120> Anti HLA-DR antibody 

<130> PH-1646-PCT 

<140> 
<141> 

<150>JP2001/317054 
<151>2001-10-15 

<160> 147 

<170> Patentin Ver. 2. 1 

<210> 1 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence rprimer 
<400> 1 

ccggaattcc caccatggcc ataagtggag tccctgtg 
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<210> 2 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seouencerprimer 
<400> 2 

aaagcggccg ctcattacag aggccccctg cgttctgc 38 

<210> 3 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence:primer 
<400> 3 

ccggaattcc tggtcctgtc ctgttctcca gca 33 

<210> 4 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence iprimer 
<400> 4 

aaagcggccg ctcatcagct caggaatcct gttggctg 

<210> 5 
<211> 27 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequencerprimer 
<400> 5 

ggtccgggag atcatgaggg tgtcctt 

<210> 6 
<211> 26 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence:primer 
<400> 6 
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gtgcacgccg ctggtcaggg cgcctg 26 



<210> 7 
<211> 23 

<212> DNA 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence :primer 
<400> 7 

ggtgccaggg ggaagaccga tgg 23 



<210> 8 
<211> 37 
<212> DNA 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence rprimer 
<400> 8 

atatgtcgac ccagccctgg gattttcagg tgttttc 37 

<210> 9 
<211> 35 
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<212> DNA 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence iprimer 
<400> 9 

atatgtcgac tggctgacca gggcagtcac cagag 35 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial SeQuence:primer 
<400> 10 

gatgggccct tggtgctagc tgaggagacg g 31 

<210> 11 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauenceiprimer 
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<400> 11 

gttgaagctc tttgtgacgg gcgagc 26 

<210> 12 
<211> 26 
<212> DNA 

<213> Artificial SeQuence 

<220> 

<223> Description of Artificial Seauencerprimer 

<400> 12 

tggcgggaag atgaagacag atggtg 26 

<210> 13 
<211> 38 
<212> DNA 

<213> Artificial Seauence 

<220> 

<223> Description of Artificial Sequence :primer 

<400> 13 

atatagatct gctgctcagt taggacccag agggaacc 38 
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<210> 14 
<211> 37 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence iprimer 
<400> 14 

atatagatct gggagtcaga cccactcagg acacagc 



<210> 15 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :primer 
<400> 15 

aagacagatg gtgcagccac cgtacgtttg at 



<210> 16 

<211> 510 

<212> DNA 

<213> Homo sapiens 
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<400> 16 






gtcgacccag 


ccc tgggat t 


t tcaggtgt t 


gaacagagag 


aactcaccat 


ggagtt tggg 


aaaggtgtcc 


agtgtgaggt 


gcaactgt tg 


gggtccctga 


gactctcctg 


tgcagcctct 


tgggtccgcc 


aggc tccagg 


gaaggggctg 


ga I agcaca L 


ac I acgcaga 


c L ccg 1 gaag 


aagaacacgc 


tgtatctgca 


aatgaacagc 


tgtgcgagag 


atcatggt tc 


ggggagt tat 


ggaaccctgg 


tcaccgtctc 


ctcagctagc 



ttcaggtgtt ttcatttggt gatcaggact 60 
ctgagctggc tttttcttgt ggctatttta 120 
gagtctgggg gaggcttggt acagcctggg 180 
ggattcacct ttagcagcta tgccatgacc 240 
gagtgggtct caggtattag tggtggtggt 300 
ggccggttca ccatctccag agacaattcc 360 
ctgagagccg aggacacggc cgtatattac 420 
tatccctact ggtttgacta ctggggccag 480 

510 



<210> 17 
<211> 143 
<212> PRT 

<213> Homo sapiens 
<400> 17 

Met Glu Phe Gly Leu Ser Trp Leu Phe Leu Val Ala He Leu Lys Gly 
15 10 15 

Val Gin Cys Glu Val Gin Leu Leu Glu Ser Gly Gly Gly Leu Val Gin 
20 25 30 

Pro Gly Gly Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe 

35 40 45 

Ser Ser Tyr Ala Met Thr Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 
50 55 60 
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Glu Trp Val Ser Gly He Ser Gly Gly Gly Asp Ser Thr Tyr Tyr Ala 
65 70 75 80 

Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ser Lys Asn 

85 90 95 

Thr Leu Tyr Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val 
100 105 110 

Tyr Tyr Cys Ala Arg Asp His Gly Ser Gly Ser Tyr Tyr Pro Tyr Trp 
115 120 125 

Phe Asp Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Ala 
130 135 140 



<210> 18 

<211> 424 

<212> DNA 

<213> Homo sapiens 

<400> 18 

agatctgctg ctcagttagg acccagaggg aaccatggaa accccagcgc agcttctctt 60 

cctcctgcta ctctggctcc cagataccac cggagaactt gtgttgacgc agtctccagg 120 

caccctgtct ttgtctccag gggaaagagc caccctctcc tgcagggcca gtcagagtgt 180 

tagcagccgc tacttagcct ggtaccagca gaaacctggc caggctccca ggctcctcat 240 

ctatggtgca tccagcaggg ccactggcat cccagacagg ttcagtggca gtgggtctgg 300 

gacagacttc actctcacca tcagcagact ggagcctgaa gattttgcag tgtattactg 360 
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tcagcagtat ggtagctcac cgctcacttt cggcggaggg accaaggtgg agatcaaacg 420 
tacg 424 



<210> 19 

<211> 130 

<212> PRT 

<213> Homo sapiens 

<400> 19 

Met Glu Thr Pro Ala Gin Leu Leu Phe Leu Leu Leu Leu Trp Leu Pro 
15 10 15 

Asp Thr Thr Gly Glu Leu Val Leu Thr Gin Ser Pro Gly Thr Leu Ser 
20 25 30 

Leu Ser Pro Gly Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gin . Ser 
35 40 45 

Val Ser Ser Arg Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ala 
50 55 60 

Pro Arg Leu Leu He Tyr Gly Ala Ser Ser Arg Ala Thr Gly He Pro 
65 70 75 80 

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He 

85 90 95 



Ser Arg Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gin Gin Tyr 
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100 105 110 

Gly Ser Ser Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu He Lys 
115 120 125 

Arg Thr 
130 



<210> 20 

<211> 502 

<212> DNA 

<213> Homo sapiens 



<400> 20 



gtcgactggc 


tgaccagggc 


agtcaccaga 


gctccagaca 


atgtctgtct 


cct tcctcat 


60 


ct tcctgccc 


gtgctgggcc 


tcccatgggg 


tgtcctgtca 


caggt tcagc 


tgcagcactc 


120 


aggtccagga 


ctggtgaagc 


cctcgcagac 


cctctcac tc 


acc tgtgcca 


tctccgggga 


180 


cagtgtctct 


agcaacagtg 


ct tct tggaa 


ctggatcagg 


cagtccccat 


cgaggggcct 


240 


tgagtggctg ggaaggacat 


actacaggtc 


caagtggtat 


aatgat tatg 


cagtatctgt 


300 


gaaaagtcga 


atagtcatca 


acccagacac 


atccaagaac 


cagt tctccc 


tgcagctgaa 


360 


c tctgtgact 


cccgaggaca 


cggctgtgta 


t tac tgtgcg 


agagaaaat t 


tc tatggt tc 


420 


ggagact tgt 


cataagaagt 


at tactgcta 


cggtatggac 


gtc tggggcc 


aagggaccac 


480 


ggtcaccgtc 


tcctcagcta 


gc 








502 



<210> 21 
<211> 154 
<212> PRT 
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<213> Homo sapiens 
<400> 21 

Met Ser Val Ser Phe Leu He Phe Leu Pro Val Leu Gly Leu Pro Trp 
15 10 15 

Gly Val Leu Ser Gin Val Gin Leu Gin His Ser Gly Pro Gly Leu Val 
20 25 30 

Lys Pro Ser Gin Thr Leu Ser Leu Thr Cys Ala He Ser Gly Asp Ser 
35 40 45 

Val Ser Ser Asn Ser Ala Ser Trp Asn Trp He Arg Gin Ser Pro Ser 
50 55 60 

Arg Gly Leu Glu Trp Leu Gly Arg Thr Tyr Tyr Arg Ser Lys Trp Tyr 
65 70 75 80 

Asn Asp Tyr Ala Val Ser Val Lys Ser Arg He Val He Asn Pro Asp 

85 90 95 

Thr Ser Lys Asn Gin Phe Ser Leu Gin Leu Asn Ser Val Thr Pro Glu 
100 105 110 

Asp Thr Ala Val Tyr Tyr Cys Ala Arg Glu Asn Phe Tyr Gly Ser Glu 

115 120 125 

Thr Cys His Lys Lys Tyr Tyr Cys Tyr Gly Met Asp Val Trp Gly Gin 
130 135 140 
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Gly Thr Thr Val Thr Val Ser Ser Ala Ser 
145 150 



<210> 22 

<211> 426 

<212> DNA 

<213> Homo sapiens 

<400> 22 

agatctggga gtcagaccca ctcaggacac agcatggaca tgagggtccc cgctcagctc 60 
ctggggcttc tgctgctctg gctcccaggt gccagatgtg ccatccagtt gacccagtct 120 
ccatcctccc tgtctgcatc tgtaggagac agagtcacca tcacttgccg ggcaagtcag 180 
ggcattagca gtgctttagc ctggtatcag cagaaaccag ggaaagctcc taaactcctg 240 
atctatgatg cctccagttt ggaaagtggg gtcccatcaa ggttcagcgg cagtggatct 300 
gggacagatt tcactctcac catcagcagc ctgcagcctg aagattttgc aacttattac 360 
tgtcaacagt ttaatagttt cccgctcact ttcggcggag ggaccaaggt ggagatcaaa 420 
cgtacg 426 

<210> 23 

<211> 132 

<212> PRT 

<213> Homo sapiens 

<400> 23 

Met Asp Met Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu Trp 
15 10 15 
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Leu Pro Gly Ala Arg Cys Ala He Gin Leu Thr Gin Ser Pro Ser Ser 
20 25 30 

Leu Ser Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Arg Ala Ser 

35 40 45 

Gin Gly He Ser Ser Ala Leu Ala Trp Tyr Gin Gin Lys Pro Gly Lys 
50 55 60 

Ala Pro Lys Leu Leu He Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val 
65 70 75 80 

Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 

85 90 95 

He Ser Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin 
100 105 110 

Phe Asn Ser Phe Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu He 
115 120 125 

Lys Arg Thr Val 
130 



<210> 24 
<211> 13 
<212> PRT 



14/72 



wo 03/033538 



PCT/JP02/10665 



<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauencerpept ide 

<400> 24 

Trp Asn Ser Gin Lys Asp Phe Leu Glu Asp Arg Arg Ala 
1 5 10 

<210> 25 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauencerpept ide 
<4Q0> 25 

Trp Asn Ser Gin Lys Asp Phe Leu Glu Arg Arg Arg Ala 
1 5 10 

<210> 26 
<211> 13 

<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Seauencerpeptide 
<400> 26 

Trp Asn Ser Gin Lys Asp Phe Leu Glu Asp Glu Arg Ala 
1 5 10 



<210> 27 
<211> 13 
<212> PRT 

<213> Artificial Seouence 
<220> 

<223> Description of Artificial Seauence : pept ide 
<400> 27 

Trp Asn Ser Gin Lys Asp Phe Leu Glu Gin Ala Arg Ala 
15 10 



<210> 28 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 28 
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Trp Asn Ser Gin Lys Asp lie Leu Glu Asp Glu Arg Ala 
1 5 10 



<210> 29 
<211> 13 
<212> PRT 

<213> Artificial Seauence 

<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 29 

Trp Asn Ser Gin Lys Asp He Leu Glu Gin Lys Arg Gly 
1 5 10 



<210> 30 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequenceipeptide 

<400> 30 

Trp Asn Ser Gin Lys Asp He Leu Glu Asp Arg Arg Ala 
1 5 10 



17/72 



wo 03/033538 



PCT/JP02/10665 



<210> 31 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauenceipeptide 

<400> 31 

Trp Asn Ser Gin Lys Asp He Leu Glu Asp Arg Arg Gly 
1 5 10 

<210> 32 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 32 

Trp Asn Ser Gin Lys Asp He Leu Glu Asp Lys Arg Ala 
1 5 10 



<210> 33 
<211> 13 
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<212> PRT 

<2]3> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence.pept ide 
<400> 33 

Trp Asn Ser Gin Lys Asp He Leu Glii Gin Ala Arg Ala 
1 5 10 

<210> 34 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauenceipeptide 
<400> 34 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 35 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 35 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Ala Arg Ala 
1 5 10 

<210> 36 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequenceipeptide 
<400> 36 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Lys Arg Gly 
1 5 10 

<210> 37 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:peptide 
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<400> 37 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Asp Arg Arg Ala 
1 5 10 



<210> 38 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial SeQuence :pept ide 

<400> 38 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Arg Arg Arg Ala 
1 5 10 

<210> 39 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauencerpeptide 
<400> 39 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Asp Glu Arg Ala 
1 5 10 
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<210> 40 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial SeQuencerpeptide 
<400> 40 

Trp Asn Ser Gin Lys Asp Ala Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 41 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
<400> 41 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Ala Arg Arg Ala 
1 5 10 



<210> 42 
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<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauencerpept ide 
<400> 42 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Ala Arg Ala 
1 5 10 



<210> 43 
<211> 13 
<212> PRT 

<213> Artificial Seauence 

<220> 

<223> Description of Artificial Seauencerpept ide 
<400> 43 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Arg Arg Gly 
1 5 10 



<210> 44 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 44 

Ala Asn Ser Gin Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 45 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence :pept ide 

<400> 45 

Trp Ala Ser Gin Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 46 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence :pept ide 
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<400> 46 

Trp Asn Ala Gin Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 



<210> 47 
<211> 13 
<212> PRT 

<213> Artificial ScQuence 
<220> 

<223> Description of Artificial SeQuence:peptide 
<400> 47 

Trp Asn Ser Ala Lys Asp Leu Leu Glu Gin Arg Arg Ala 
1 5 10 

<210> 48 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 48 

Trp Asn Ser Gin Ala Asp Leu Leu Glu Gin Arg Arg Ala 
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10 



<210> 49 
<211> 13 

<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 49 

Trp Asn Ser Gin Lys Ala Leu Leu Glu Gin Arg Arg Ala 
1 5 10 



<210> 50 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 50 

Trp Asn Ser Gin Lys Asp Leu Leu Ala Gin Arg Arg Ala 
1 5 10 
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<210> 51 
<211> 13 
<212> PRT 

<213> Artificial Seauence 

<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 51 

Trp Asn Ser Gin Lys Asp Leu Leu Glu Gin Arg Ala Ala 
1 5 10 

<210> 52 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Seauenceipept ide 
<400> 52 

Gly Asp Thr Arg Pro Arg Phe Leu Trp Gin Pro Lys Arg 
1 5 10 



<210> 53 
<211> 13 
<212> PRT 
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<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequencerpeptide 

<400> 53 

Thr Arg Pro Arg Phe Leu Trp Gin Pro Lys Arg Glu Cys 
1 5 10 



<210> 54 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 54 

Pro Arg Phe Leu Trp Gin Pro Lys Arg Glu Cys His Phe 
1 5 10 



<210> 55 
<211> 13 

<212> PRT 

<213> Artificial Sequence 
<220> 

28/72 



wo 03/033538 



PCT/JP02/10665 



<223> Description of Artificial Sequence :pept ide 
<400> 55 

Phe Leu Trp Gin Pro Lys Arg Glu Cys His Phe Phe Asn 
1 5 10 

<210> 56 
<211> 13 

<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 56 

Trp Gin Pro Lys Arg Glu Cys His Phe Phe Asn Gly Thr 
1 5 10 

<210> 57 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 57 
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Pro Lys Arg Glu Cys His Phe Phe Asn Gly Thr Glu Arg 
1 5 10 



<210> 58 
<211> 13 
<212> PRT 

<213> Artificial Seauence 

<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 58 

Arg Glu Cys His Phe Phe Asn Gly Thr Glu Arg Val Arg 
1 5 10 



<210> 59 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :pept ide 

<400> 59 

Cys His Phe Phe Asn Gly Thr Glu Arg Val Arg Phe Leu 
1 5 10 
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<210> 60 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauencerpept ide 
<400> 60 

Phe Phe Asn Gly Thr Glu Arg Val Arg Phe Leu Asp Arg 
1 5 10 

<210> 61 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 61 

Asn Gly Thr Glu Arg Val Arg Phe Leu Asp Arg Tyr Phe 
1 5 10 



<210> 62 
<211> 13 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 62 

Thr Glu Arg Val Arg Phe Leu Asp Arg Tyr Phe Tyr Asn 
1 5 10 

<210> 63 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 63 

Arg Val Arg Phe Leu Asp Arg Tyr Phe Tyr Asn Gin Glu 
1 5 10 

<210> 64 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 64 

Arg Phe Leu Asp Arg Tyr Phe Tyr Asn Gin Glu Glu Ser 
1 5 10 



<210> 65 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 65 

Leu Asp Arg Tyr Phe Tyr Asn Gin Glu Glu Ser Val Arg 
1 5 10 



<210> 66 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
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<400> 66 

Arg Tyr Phe Tyr Asn Gin Glu Glu Ser Val Arg Phe Asp 
1 5 10 



<210> 67 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpeptide 

<400> 67 

Phe Tyr Asn Gin Glu Glu Ser Val Arg Phe Asp Ser Asp 
1 5 10 



<210> 68 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 68 

Asn Gin Glu Glu Ser Val Arg Phe Asp Ser Asp Val Gly 
1 5 10 
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<210> 69 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial SeQuence:peptide 
<400> 69 

Glu Glu Ser Val Arg Phe Asp Ser Asp Val Gly Glu Phe 
1 5 10 



<210> 70 
<211> 13 

<212> PRT 

<2i3> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 70 

Ser Val Arg Phe Asp Ser Asp Val Gly Glu Phe Arg Ala 
1 5 10 



<210> 71 
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<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial SeQuence:pept ide 
<400> 71 

Arg Phe Asp Ser Asp Val Gly Glu Phe Arg Ala Val Thr 
1 5 10 



<210> 72 
<211> 13 
<212> PRT 

<213> Artificial Seauence 

<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 72 

Asp Ser Asp Val Gly Glu Phe Arg Ala Val Thr Glu Leu 
1 5 10 



<210> 73 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
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<220> 

<223> Description of Artificial Sequence:peptide 
<400> 73 

Asp Val Gly Glu Phe Arg Ala Val Thr Glu Leu Gly Arg 
1 5 10 



<210> 74 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence :peptide 

<400> 74 

Gly Glu Phe Arg Ala Val Thr Glu Leu Gly Arg Pro Asp 
1 5 10 



<210> 75 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence:peptide 
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<400> 75 

Phe Arg Ala Val Thr Glu Leu Gly Arg Pro Asp Ala Glu 
1 5 10 



<210> 76 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 

<400> 76 

Ala Val Thr Glu Leu Gly Arg Pro Asp Ala Glu Tyr Trp 
1 5 10 

<210> 77 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 77 

Thr Glu Leu Gly Arg Pro Asp Ala Glu Tyr Trp Asn Ser 
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<210> 78 
<211> 13 

<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 78 

Leu Gly Arg Pro Asp Ala Glu Tyr Trp Asn Ser Gin Lys 
1 5 10 



<210> 79 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 79 

Arg Pro Asp Ala Glu Tyr Trp Asn Ser Gin Lys Asp He 
1 5 10 
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<210> 80 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 80 

Asp Ala Glu Tyr Trp Asn Ser Gin Lys Asp He Leu Glu 
1 5 10 

<210> 81 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :pept ide 

<400> 81 

Glu Tyr Trp Asn Ser Gin Lys Asp He Leu Glu Gin Ala 
1 5 10 



<210>, 82 
<211> 13 
<212> PRT 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 82 

Trp Asn Ser Gin Lys Asp He Leu GIu Gin Ala Arg Ala 
1 5 10 



<210> 83 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 83 

Ser Gin Lys Asp He Leu Glu Gin Ala Arg Ala Ala Val 
1 5 10 



<210> 84 
<2H> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Seauenceipeptide 
<400> 84 

Lys Asp He Leu Glu Gin Ala Arg Ala Ala Val Asp Thr 
1 5 10 

<210> 85 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 85 

He Leu Glu Gin Ala Arg Ala Ala Val Asp Thr Tyr Cys 
1 5 10 

<210> 86 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 86 
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Glu Gin Ala Arg Ala Ala Val Asp Thr Tyr Cys Arg His 
1 5 10 

<210> 87 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 87 

Ala Arg Ala Ala Val Asp Thr Tyr Cys Arg His Asn Tyr 
1 5 10 

<210> 88 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpeptide 

<400> 88 

Ala Ala Val Asp Thr Tyr Cys Arg His Asn Tyr Gly Val 
1 5 10 
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<210> 89 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence :pept ide 

<400> 89 

Val Asp Thr Tyr Cys Arg His Asn Tyr Gly Val Val Glu 
1 5 10 



<210> 90 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 90 

Thr Tyr Cys Arg His Asn Tyr Gly Val Val Glu Ser Phe 
1 5 10 



<210> 91 
<211> 13 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :peptide 
<400> 91 

Cys Arg His Asn Tyr Gly Val Val Glu Ser Phe Thr Val 
1 5 10 



<210> 92 
<211> 13 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : pept ide 
<400> 92 

His Asn Tyr Gly Val Val Glu Ser Phe Thr Val Gin Arg 
1 5 10 



<210> 93 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 93 

Tyr Gly Val Val Glu Ser Phe Thr Val Gin Arg Arg Val 
15 10 



<210> 94 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 94 

Val Val Glu Ser Phe Thr Val Gin Arg Arg Val Gin Pro 
1 5 10 



<210> 95 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
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<400> 95 

Glu Ser Phe Thr Val Gin Arg Arg Val Gin Pro Lys Val 
1 5 10 



<210> 96 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 

<400> 96 

Phe Thr Val Gin Arg Arg Val Gin Pro Lys Val Thr Val 
1 5 10 



<210> 97 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 97 

Val Gin Arg Arg Val Gin Pro Lys Val Thr Val Tyr Pro 
1 5 10 
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<210> 98 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauencerpeptide 
<400> 98 

Arg Arg Val Gin Pro Lys Val Thr Val Tyr Pro Ser Lys 
1 5 10 



<210> 99 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 99 

Val Gin Pro Lys Val Thr Val Tyr Fro Ser Lys Thr Gin 
1 5 10 



<210> ICQ 
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<211> 13 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 100 

Pro Lys Val Thr Val Tyr Pro Ser Lys Thr Gin Pro Leu 
1 5 10 



<210> 101 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 101 

Val Thr Val Tyr Pro Ser Lys Thr Gin Pro Leu Gin His 
1 5 10 



<210> 102 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial SeQuence :pept ide 
<400> 102 

Val Tyr Pro Ser Lys Thr Gin Pro Leu Gin His His Asn 
1 5 10 

<210> 103 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
<400> 103 

Pro Ser Lys Thr Gin Pro Leu Gin His His Asn Leu Leu 
1 5 10 

<210> 104 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
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<400> 104 

Lys Thr Gin Pro Leu Gin His His Asn Leu Leu Val Cys 
I 5 10 

<210> 105 
<211> 13 
<212> PRT 

<213> Artificial SeQuence 
<220> 

<223> Description of Artificial ScQuence :pept ide 
<400> 105 

Gin Pro Leu Gin His His Asn Leu Leu Val Cys Ser Val 
1 5 10 

<210> 106 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 106 

Leu Gin His His Asn Leu Leu Val Cys Ser Val Ser Gly 
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<210> 107 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 107 

His His Asn Leu Leu Val Cys Ser Val Ser Gly Phe Tyr 
1 5 10 



<210> 108 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 108 

Asn Leu Leu Val Cys Ser Val Ser Gly Phe Tyr Pro Gly 
1 5 10 
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<210> 109 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 109 

Leu Val Cys Ser Val Ser Gly Phe Tyr Pro Gly Ser He 
1 5 10 



<210> 110 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 110 

Cys Ser Val Ser Gly Phe Tyr Pro Gly Ser He Glu Val 
1 5 10 



<210> 111 
<211> 13 
<212> PRT 
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<220> 

<223> Description of Artificial Seauence:peptide 
<400> ill 

Val Ser Gly Phe Tyr Pro Gly Ser lie Glu Val Arg Trp 
1 5 10 



<210> 112 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 112 

Gly Phe Tyr Pro Gly Ser He Glu Val Arg Trp Phe Leu 
1 5 10 



<210> 113 
<2I1> 13 

<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Seauence:pept ide 
<400> 113 

Tyr Pro Gly Ser He Glu Val Arg Trp Phe Leu Asn Gly 
1 5 10 



<210> 114 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 114 

Gly Ser lie Glu Val Arg Trp Phe Leu Asn Gly Gin Glu 
1 5 10 



<210> 115 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence.pept ide 
<400> 115 
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He Glu Val Arg Trp Phe Leu Asn Gly Gin Glu Glu Lys 

1 5 10 



<210> 116 
<211> 13 
<212> PRT 

<213> Artificial Seauence 

<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 116 

Val Arg Trp Phe Leu Asn Gly Gin Glu Glu Lys Ala Gly 
1 5 10 



<210> 117 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequenceipept ide 
<400> 117 

Trp Phe Leu Asn Gly Gin Glu Glu Lys Ala Gly Met Val 
1 5 10 
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<210> 118 
<211> 13 
<212> PRT 

<213> Artificial SeQuence 
<220> 

<223> Description of Artificial Seauenceipept ide 
<400> 118 

Leu Asn Gly Gin Glu Glu Lys Ala Gly Met Val Ser Thr 
1 5 10 



<210> 119 
<211> 13 
<212> PRT 

<213> Artificial SeQuence 
<220> 

<223> Description of Artificial Sequence:peptide 
<400> 119 

Gly Gin Glu Glu Lys Ala Gly Met Val Ser Thr Gly Leu 
1 5 10 



<210> 120 
<211> 13 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 120 

Glu Glu Lys Ala Gly Met Val Ser Thr Gly Leu lie Gin 
1 5 10 



<210> 121 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequenceipept ide 
<400> 121 

Lys Ala Gly Met Val Ser Thr Gly Leu He Gin Asn Gly 

1 5 10 



<210> 122 

<211> 13 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Seauenceipept ide 
<400> 122 

Gly Met Val Ser Thr Gly Leu He Gin Asn Gly Asp Trp 
1 5 10 



<210> 123 
<211> 13 
<212> PRT 

<213> Artificial Seauence 

<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 123 

Val Ser Thr Gly Leu He Gin Asn Gly Asp Trp Thr Phe 
1 5 10 



<210> 124 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 
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<400> 124 

Thr Gly Leu He Gin Asn Gly Asp Trp Thr Phe Gin Thr 
1 5 10 



<210> 125 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 125 

Leu He Gin Asn Gly Asp Trp Thr Phe Gin Thr Leu Val 
1 5 10 



<210> 126 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 126 

Gin Asn Gly Asp Trp Thr Phe Gin Thr Leu Val Met Leu 
1 5 10 

60/72 



wo 03/033538 



PCT/JP02/10665 



<210> 127 
<211> 13 
<212> PRT 

<213> Art if icial Sequence 
<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 127 

Gly Asp Trp Thr Phe Gin Thr Leu Val Met Leu Glu Thr 
1 5 10 



<210> 128 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 128 

Trp Thr Phe Gin Thr Leu Val Met Leu Glu Thr Val Pro 
1 5 10 



<210> 129 
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<211> 13 

<212> PRT 

<213> Artificial SeQuence 
<220> 

<223> Description of Artificial SeQuence :pept ide 
<400> 129 

Phe Gin Thr Leu Val Met Leu Glu Thr Val Pro Arg Ser 
1 5 10 



<210> 130 
<211> 13 
<212> PRT 

<213> Artificial Seauence 

<220> 

<223> Description of Artificial Sequence :pept ide 
<400> 130 

Thr Leu Val Met Leu Glu Thr Val Pro Arg Ser Gly Glu 
1 5 10 



<210> 131 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

62/72 



wo 03/033538 



PCT/JP02/10665 



<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 131 

Vai Met Leu Glu Thr Val Pro Arg Ser Gly Glu Val Tyr 
1 5 10 



<210> 132 
<211> 13 
<212> PRT 

<213> Artificial Seauence 

<220> 

<223> Description of Artificial Seauencerpept ide 
<400> 132 

Leu Glu Thr Val Pro Arg Ser Gly Glu Val Tyr Thr Cys 
1 5 10 



<210> 133 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauenceipept ide 
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<400> 133 

Thr Val Pro Arg Ser Gly Glu Val Tyr Thr Cys Gin Val 
1 5 10 



<210> 134 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 134 

Pro Arg Ser Gly Glu Val Tyr Thr Cys Gin Val Glu His 
1 5 10 



<210> 135 
<211> 13 

<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 135 

Ser Gly Glu Val Tyr Thr Cys Gin Val Glu His Pro Ser 
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<210> 136 
<211> 13 
<212> PRT 

<213> Artificial ScQuence 
<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 136 

Glu Val Tyr Thr Cys Gin Val Glu His Pro Ser Val Thr 
1 5 10 



<210> 137 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence:pept ide 
<400> 137 

Tyr Thr Cys Gin Val Glu His Pro Ser Val Thr Ser Pro 
1 5 10 
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<210> 138 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequencerpept ide 
<400> 138 

Cys Gin Val Glu His Pro Ser Val Thr Ser Pro Leu Thr 
1 5 10 



<2I0> 139 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencerpept ide 

<400> 139 

Val Glu His Pro Ser Val Thr Ser Pro Leu Thr Val Glu 
1 5 10 



<210> 140 
<211> 13 
<212> PRT 



66/72 



wo 03/033538 



PCT/JP02/10665 



<213> Artificial Seauence 

<220> 

<223> Description of Artificial Sequenceipept ide 
<400> 140 

His Pro Ser Val Thr Ser Pro Leu Tlir Val Glu Trp Arg 
1 5 10 



<210> 141 
<211> 13 
<212> PRT 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauencerpept ide 
<400> 141 

Ser Val Thr Ser Pro Leu Thr Val Glu Trp Arg Ala Arg 
1 5 10 



<210> 142 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequenceipept ide 

<400> 142 

Thr Ser Pro Leu Thr Val Glu Trp Arg Ala Arg Ser Glu 
1 5 10 

<210> 143 
<211> 13 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 143 

Pro Leu Thr Val Glu Trp Arg Ala Arg Ser Glu Ser Ala 
1 5 10 

<210> 144 
<211> 13 

<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequenceipept ide 
<400> 144 
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Thr Val Glu Trp Arg Ala Arg Ser Glu Ser Ala Gin Ser 

1 5 10 



<210> 145 
<211> 13 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Seauence :pept ide 
<400> 145 

Val Glu Trp Arg Ala Arg Ser Glu Ser Ala Gin Ser Lys 
1 5 10 



<210> 146 
<211> 801 
<212> DNA 
<213> Homo sapiens 

<400> 146 

atggtgtgtc tgaagctccc tggaggctcc tgcatgacag cgctgacagt gacactgatg 60 

gtgctgagct ccccactggc tttgtctggg gacacccgac cacgtttcct gtggcagcct 120 

aagagggagt gtcatttctt caatgggacg gagcgggtgc ggttcctgga cagatacttc 180 

tataaccagg aggagtccgt gcgcttcgac agcgacgtgg gggagttccg ggcggtgacg 240 

gagctggggc ggcctgacgc tgagtactgg aacagccaga aggacatcct ggagcaggcg 300 

cgggccgcgg tggacaccta ctgcagacac aactacgggg ttgtggagag cttcacagtg 360 
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cagcggcgag tccaacctaa ggtgactgta tatccttcaa agacccagcc cctgcagcac 420 

cacaacctcc tggtctgctc tgtgagtggt ttctatccag gcagcattga agtcaggtgg 480 

ttcctgaacg gccaggaaga gaaggctggg atggtgtcca caggcctgat ccagaatgga 540 

gactggacct tccagaccct ggtgatgctg gaaacagttc ctcgaagtgg agaggtttac 600 

acctgccaag tggagcaccc aagcgtgaca agccctctca cagtggaatg gagagcacgg 660 

tctgaatctg cacagagcaa gatgctgagt ggagtcgggg gctttgtgct gggcctgctc 720 

ttccttgggg ccgggctgtt catctacttc aggaatcaga aaggacactc tggacttcag 780 

ccaacaggat tcctgagctg a 801 



<210> 147 
<211> 266 
<212> PRT 
<213> Homo sapiens 

<400> 147 

Met Val Cys Leu Lys Leu Pro Gly Gly Ser Cys Met Thr Ala Leu Thr 
15 10 15 

Val Thr Leu Met Val Leu Ser Ser Pro Leu Ala Leu Ser Gly Asp Thr 
20 25 30 

Arg Pro Arg Phe Leu Trp Gin Pro Lys Arg Glu Cys His Phe Phe Asn 
35 40 45 

Gly Thr Glu Arg Val Arg Phe Leu Asp Arg Tyr Phe Tyr Asn Gin Glu 
50 55 60 

Glu Ser Val Arg Phe Asp Ser Asp Val Gly Glu Phe Arg Ala Val Thr 
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75 



80 



Glu Leu Gly Arg Pro Asp Ala Glu Tyr Trp Asn Ser Gin Lys Asp He 

85 90 95 

Leu Glu Gin Ala Arg Ala Ala Val Asp Thr Tyr Cys Arg His Asn Tyr 
100 105 110 

Gly Val Val Glu Ser Phe Thr Val Gin Arg Arg Val Gin Pro Lys Val 

115 120 125 

Thr Val Tyr Pro Ser Lys Thr Gin Pro Leu Gin His His Asn Leu Leu 
130 135 140 

Val Cys Ser Val Ser Gly Phe Tyr Pro Gly Ser He Glu Val Arg Trp 
145 150 155 160 

Phe Leu Asn Gly Gin Glu Glu Lys Ala Gly Met Val Ser Thr Gly Leu 
165 170 175 

He Gin Asn Gly Asp Trp Thr Phe Gin Thr Leu Val Met Leu Glu Thr 

180 185 190 

Val Pro Arg Ser Gly Glu Val Tyr Thr Cys Gin Val Glu His Pro Ser 
195 200 205 

Val Thr Ser Pro Leu Thr Val Glu Trp Arg Ala Arg Ser Glu Ser Ala 
210 215 220 
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Gin Ser Lys Met Leu Ser Gly Val Gly Gly Phe Val Leu Gly Leu Leu 
225 230 235 240 

Phe Leu Gly Ala Gly Leu Phe He Tyr Phe Arg Asn Gin Lys Gly His 
245 250 255 

Ser Gly Leu Gin Pro Thr Gly Phe Leu Ser 
260 265 
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